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AB Recent evidence suggests that decreased chondrocyte function in osteoarthritis and other articular disorders may be due to chondrocyte dedifferentiation produced by altered regulatory signals from the cartilage extracellular matrix (ECM), However, there are currently no mammalian chondrocytic cell line systems adapted to the study of this process, We therefore examined the effects of ECM growth conditions on markers of differentiated chondrocytic phenotype expression in the nontransformed rat RCJ 3.1C5.18 (RCJ) chondrocyte cell line, including type TI collagen expression, aggrecan production, link protein gene expression, and parathyroid hormone (PTH) receptor number, RCJ cells grown in monolayer on plastic exhibited a dedifferentiated phenotype characterized by Battened cell morphology, with >80% type I collagen and <5% type II collagen production, as determined by two-dimensional gel mapping electrophoresis of collagen cyanogen bromide peptides, Tn addition, aggrecan production was low, and link protein mRNA was not expressed at detectable levels. After transfer to growth under minimal attachment conditions on the surface of a composite type I collagen/agarose (0.15%/-0.8%) gel (GAG) for 7 days, RCJ cells developed a rounded, chondrocytic morphology and a pattern of differentiated, chondrocytic gene expression, with 79% type II and 8% type I collagen production, Steady-state type I and type II procollagen mRNA levels were altered in parallel with collagen protein expression, fn cells grown on GAG, aggrecan production increased 6-fold, and there was a marked increase in both aggrecan core protein and link protein mRNA levels, In addition, maximal PTH-stimulated cAMP generation increased 15-fold in association with an increased PTH receptor number. Therefore, the RCJ chondrocyte cell line is highly sensitive to ECR;I regulation of chondrocyte-specific gene expression.
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AB Intercellular communication by gap junctions has been implicated to function in the control of cell growth and differentiation in osseous tissues - processes which are regulated, in part, by peptide growth factors, including transforming growth factor-beta (TGF-beta) and the bone morphogenetic proteins (BMPs). Using the osteoblastic cell line MC3T3-E1, we tested the hypothesis that the effects of TGF-beta and BMPs on cell proliferation may be correlated to changes in intercellular communication. In a series of proliferation assays, MC3T3-E1 cells were cultured in the presence of bone morphogenetic protein-2 (BMP-2) or TGF-beta for up to 48 hr. Proliferation of cells during the linear log phase (days 2 to 4) was assessed by H-3-thymidine (H-3-TdR) incorporation. After times ranging from 6 to 48 hr, BMP-2 significantly inhibited uptake of H-3-TdR at doses of 50-800 ng/ml. Similarly, TGF-beta inhibited uptake of H-3-TdR at doses of 2-32 ng/ml. In a separate group of experiments, intercellular communication through gap junctions was demonstrated by cell-cell transfer of the fluorescent tracer, lucifer yellow, after microinjection. One series of experiments showed that the gap junctional intercellular communication (GJIC) of cells, incubated for 48 hr in the presence of the higher dose of osteogenin (OG) (5.0 vs. 0.5 mu g/ml) or higher dose of TGF-beta (2.0 vs. 0.2 ng/ml), was significantly inhibited compared to control. in another series of experiments, time and dose dependent effects of BMP-2 and TGF-beta on GJIC were investigated. In The time course experiments (3, 6, 12, 24, and 48 hr), TGF-beta (2.0 ng/ml) demonstrated a statistically significant effect in inhibiting GJIC as early as 6 hr, while BMP-2 (50 ng/ml) inhibited GJIC after 24 and 48 hr of treatment. The dose-dependent effects of BMP-2 and TGF-beta on cell couplings, determined at 48 hr, showed significant inhibitory effects with BMP-2 at 25 and 50 ng/ml and with TGF-beta at 2 and 4 ng/ml. The cell count results and injection study performed at 12 hr, at a fixed cell density, confirmed that the inhibitory effect was not due to differences in cell density. The 50% effective inhibitory concentrations (EC(50)) calculated for BMP-2 and TGF-beta at 48 hr, showed no dose correlation between proliferation and GJIC, suggesting that these two events are independent occurrences. Additionally, marked morphological change was observed in the cells treated with TGF-beta. The observation may suggest that TGF-(b)eta may have effects upon cytoskeletal elements in osseous tissues. (C) 1996 Wiley-Liss, Inc.
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AB Modern concepts of addictive disorders emphasize the compulsive and relapsing drug-taking behaviors rather than tolerance and physical dependence. As with any chronic disorder, long-term treatment is necessary and medications may aid in the rehabilitative process. Specific medications have been demonstrated to be helpful for psychiatric disorders coexisting with addiction. Medications have also been demonstrated in controlled studies to aid in the rehabilitation of patients dependent on nicotine, alcohol, or opiates. Thus far, no medication has been clearly demonstrated to benefit patients suffering from abuse or dependence on cocaine, cannabinoids, nonalcohol sedatives, or hallucinogens.
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AB Immunohistochemical studies can augment the clinicopathologic diagnosis of cutaneous T-cell lymphoma (CTCL). Our goal was to determine whether a panel of 11 T-cell receptor (TCR) beta chain variable region (V-beta) monoclonal antibodies (moAbs) could consistently identify clonal T-cell populations within CTCL skin infiltrates, and whether these cells exhibited aber-rant T-cell antigen expression, Biopsies from 24 CTCL and 3 parapsoriasis patients were analyzed. Of the 27 patients, 4 (15%) demonstrated T-cell clonality by restricted TCR-V-beta moAb staining. The V-beta(+) restricted cells expressed aberrant antigen profiles, Overall, aberrant antigen profiles were detected in 18/24 (75%) CTCL patients, V(beta)18 moAb crossreacted with a 85 kD protein produced by basal and suprabasal keratinocytes. We conclude: 1) Restricted TCR-V-beta expression correlated with aberrant T-cell antigen profiles; 2) In the absence of a complete panel of TCR-V-beta moabs, localization of aberrant T-cell antigen expression can be useful in identifying malignant T-cells within CTCL skin infiltrates; 3) The detection sensitivity and specificity of the currently available TCR-V-beta moAbs may limit their utility to consistently detect clonal T-cell populations in CTCL skin biopsies 4) A 85 kD protein present on basal and suprabasal keratinocytes is recognized by V(beta)18 moAb and may be related to immune function(s) of the epidermis.
C1 VET AFFAIRS MED CTR,DEPT DERMATOL,PHILADELPHIA,PA 19104.
   BOSTON UNIV,DEPT DERMATOL,BOSTON,MA 02215.
   CASE WESTERN RESERVE UNIV,DEPT DERMATOL,CLEVELAND,OH 44106.
   UNIV N TEXAS,DEPT BIOCHEM,DALLAS,TX.
   UNIV PENN,DEPT DERMATOL,PHILADELPHIA,PA 19104.
FU NCI NIH HHS [R29 CA 55017]; NIAMS NIH HHS [R01 AR 42998]
NR 25
TC 7
Z9 7
U1 0
U2 0
PU MUNKSGAARD INT PUBL LTD
PI COPENHAGEN
PA 35 NORRE SOGADE, PO BOX 2148, DK-1016 COPENHAGEN, DENMARK
SN 0303-6987
J9 J CUTAN PATHOL
JI J. Cutan. Pathol.
PD AUG
PY 1996
VL 23
IS 4
BP 306
EP 311
DI 10.1111/j.1600-0560.1996.tb01302.x
PG 6
WC Dermatology; Pathology
SC Dermatology; Pathology
GA VC508
UT WOS:A1996VC50800004
PM 8864916
ER

PT J
AU Dietz, SB
   WhitakerMenezes, D
   Lessin, SR
AF Dietz, SB
   WhitakerMenezes, D
   Lessin, SR
TI The role of alpha E beta 7 integrin (CD103) and E-cadherin in
   epidermotropism in cutaneous T-cell lymphoma
SO JOURNAL OF CUTANEOUS PATHOLOGY
LA English
DT Article
ID INTERCELLULAR-ADHESION MOLECULE-1; SIGNAL-TRANSDUCTION PATHWAYS;
   MONOCLONAL-ANTIBODY HML-1; HUMAN MUCOSAL LYMPHOCYTES;
   EPIDERMAL-KERATINOCYTES; MEMBRANE MOLECULE; INTERFERON-GAMMA;
   EPITHELIAL-CELLS; EXPRESSION; ICAM-1
AB Adhesion molecules such as integrins and cadherins are thought to play a critical role in T-cell migration and localization within the epidermis (epidermotropism). The purpose of this study was to correlate T-cell expression of the integrin CD103 and E-cadherin in cutaneous T-cell lymphoma (CTCL). Serial sections of skin biopsies from 22 patients with CTCL and 13 with benign reactive dermatitis were stained with antibodies to CD4, CD103, and E-cadherin by the avidin-biotin peroxidase technique. CD103 was expressed on single epidermotropic CD4+ T-cells in 9/9 early stage (patch/plaque) CTCL and 6/10 reactive dermatitis biopsies. Less than 30% of dermal T-cells expressed CD103. All 4/4 late stage (tumor) CTCL were CD103-. Epidermal aggregates of CD4+ T-cells (Pautrier's microabscesses) were CD103-. E-cadherin was expressed on epidermal keratinocytes and follicular and sweat gland epithelia but not on T-cells.
   We conclude that CD103 expression on cutaneous T-cells parallels the degree of epidermotropism exhibited in both neoplastic and inflammatory disorders of the skin. E-cadherin is not expressed on T-cells infiltrating the skin. Further investigation is necessary to further elucidate the interaction between CD103 and E-cadherin in facilitating trafficking of T-cells into the epidermis.
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AB This study used a questionnaire to examine how patients in the HIV/AIDS Clinic at a Department of Veterans Affairs hospital were told of their diagnosis, by whom, and to what degree they were given emotional and educational support, Nearly 17% of patients were informed by someone not in the health professions (often military personnel), and 27% of patients were notified in a nonprivate setting, Forty-seven per cent indicated they received little or no educational support at the time of diagnosis, while 39% received little or no emotional support, Educational and emotional support for patients at the time of HDV diagnosis may be lacking.
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AB To test the authors' hypothesis that cellular antioxidant enzymes constitute a cellular defense against acute stress, myocardial ischemia reperfusion injury in transgenic mice overexpressing the cellular glutathione peroxidase (GSHPx-1) was studied. Transgenic mice were generated using the entire mouse GSHPx-1 gene including approximately 2.0 kb 5' flanking sequence. A 400% increase of GSHPx activity was found in the hearts of transgenic mice compared with non-transgenic controls. Isolated perfused hearts were prepared from two groups of mice: transgenic overexpressed; non-transgenic controls. Hearts were perfused by Langendorff mode, and after 10 min of stabilization subjected to 30 min of ischemia followed by 20 min of reperfusion. In addition, a group of hearts were perfused for 50 min without subjecting them to ischemia and reperfusion to demonstrate the stability of heart preparation. Transgenic mouse hearts demonstrated significantly improved recovery of contractile force and the rate of contraction, compared to non-transgenic control mouse hearts. The infarct size was also lower in transgenic mouse hearts compared to those of non-transgenic controls. In concert, following ischemia, release of creatine kinase from the transgenic hearts was significantly lower than the control group. The results of this study indicate that increased GSHPx-1 expression renders the heart more resistant to myocardial ischemia reperfusion injury. (C) 1996 Academic Press Limited
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AB Objective: To test for the presence of herpesviruses in postmortem brain samples from multiple sclerosis patients and controls using polymerase chain reaction.
   Background: Herpes simplex virus, varicella-zoster virus, Epstein-Barr virus, cytomegalovirus, and human herpesvirus-6 are common viruses capable of persistence and latency. All have been detected in the CNS.
   Methods: Active and inactive plaque tissue, unaffected white matter (WM) and gray matter (GM) from MS cases, and WM and GM controls (Alzheimer's disease, Parkinson's disease and non-neurological disease) were screened for the herpesvirus by PCR.
   Results: (1) 37% of the MS cases were positive for herpes simplex virus (HSV). Twenty-eight percent of controls cases were positive for HSV. Forty-one percent of active plaques were positive for HSV in contrast to only 20% of inactive plaques (Sanders ef al, 1996). (2) 57% of the MS cases and 43% of the control cases were positive for HHV-6. Thirty-two percent of the active plaques contained HHV-6 compared to 17% of inactive plaques. (3) 43% of the MS cases and 32% of the control cases were positive for VZV. Fourteen percent of the active plaques and 10% ofthe inactive plaques were positive for VZV. (4) 27% of MS cases and 38% of control cases were positive for EBV. Five percent of the active plaques were positive for EBV and 10% ofthe inactive plaques were positive. (5) 16% of the MS cases and 22% ofthe controls were positive for CMV. Nine percent ofthe active plaques and 10% ofthe inactive plaques were positive. We also compared MS WM and GM with controls and found no significant difference.
   Conclusions: HSV, HHV-6, and VZV were present in a greater frequency of MS cases compared to controls; however, no statistical differences were noted. The presence of herpesvirus in all tissue makes an etiologic association to MS uncertain. Cellular localization of virus and its relationship to pathology and latency may reveal an association.
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AB The human polyomavirus TC (TCV), which exists in different geographically based genotypes, causes the central demyelinating disease known as progressive multifocal leukoencephalopathy (PML). A coding region recombinant ICV Type 1/Type 3 (Type 4) is excreted in the urine of some 16% of individuals in the USA. In addition, occasional 'crossovers' in viral DNA sequence at type-specific sites in the coding region occur between TCV genotypes amplified from PML brain. For recombination to occur requires the existence of two different genotypes in the same host. Here we provide evidence from direct cycle sequencing of PCR products that different genotypes of TCV can be found in a single tissue sample. After non-type-specific PCR amplification, cycle sequencing produced 'split bands' at type determining sites which were resolved into type or subtype-specific sequences by subcloning of the PCR products, PCR products with split bands at typing sites were found in two brain samples and in one cerebrospinal fluid (CSF) from AIDS patients with PML and in the urine of four immunocompetent individuals. This indicates that co-infection with two viral types does not depend on severe immunocompromise. Combinations of genotypes found were Types 1A & 1B, 1A & 2, 1B & 2 and 2 & 3. In one doubly infected patient the major TCV type excreted in the urine changed within 1 week.
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AB Platelets metabolize arachidonic acid via cyclooxygenase and lipoxygenase (LO) enzymatic pathways. Although platelets produce large amounts of arachidonic acid metabolites via the LO pathway, little is known regarding the physiological significance of these products. We used three structurally dissimilar LO inhibitors, 5,8,11-eicosatriynoic acid (ETI), baicalein and phenidone, and found that LO inhibition attenuated thrombin- and U46619 (a thromboxane mimetic)-induced increases of platelet intracellular calcium ([Ca++](i)) in washed human platelets. LO inhibitors also reduced platelet aggregation induced by thrombin and U46619. The effect of ETI on reducing the thrombin-induced [Ca++](i) elevation persisted even when cation channels were blocked, suggesting that LO inhibitors modify release of Ca from intracellular stores. Stimulating endogenous LO product formation potentiated thrombin-induced [Ca++](i) responses and aggregation, and these effects were eliminated by ETI. ETI did not alter inositol 1,4,5-trisphosphate production in stimulated platelets, but increased platelet cyclic AMP production in thrombin- or forskolin-stimulated platelets. These results suggest that LO products are regulators of platelet [Ca++](i) mobilization and aggregation in response to some agonists, and that LO inhibitors may work in part by modifying platelet cyclic AMP metabolism.
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AB Objectives. The purpose of this pilot study was to determine whether leukocyte activation occurs, whether leukocyte-platelet complexes develop and whether there is any association between these findings and clinical outcome after coronary angioplasty,
   Background, Increased expression of CD11b on monocytes and neutrophils promotes their adhesion to endothelial cells, extracellular matrix and smooth muscle cells, Thrombin activated plate lets adhere to monocytes and neutrophils through P-selectin, These cell complexes may affect the inflammatory process and, thus, the outcome of coronary angioplasty,
   Methods. During elective single-vessel coronary angioplasty in 11 men, samples were obtained for how cytometric detection of CD11b, as well as the percent of leukocytes with adherent platelets and the intensity of bound platelet fluorescence (number of platelets/leukocyte).
   Results. After angioplasty, there was an increase in CD11b (monocytes: p = 0.001, neutrophils: p = 0.02) and leukocytes with adherent platelets (p = 0.02), During follow-up, five patients remained in stable condition and six had subsequent clinical events: restenosis and progression of disease requiring coronary artery bypass grafting (n = 3), myocardial infarction involving the dilated artery (n = 1) and unstable angina (n = 2), Values for leukocyte CD11b expression, the percent of leukocytes with adherent platelets and the intensity of bound platelet fluorescence were higher both before and after angioplasty in the six patients experiencing clinical events,
   Conclusions, Despite standard aspirin and heparin therapy, leukocyte activation with platelet adherence occurs after coronary angioplasty, The magnitude of leukocyte activation and platelet adherence appears to be higher in patients experiencing late clinical events.
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AB cut is a diverged homeobox gene that is essential for normal development of the Malpighian tubules in Drosophila melanogaster. Homologues of Drosophila cut that encode transcriptional repressors have been identified in several mammalian species and cell lineages. We examined the expression of a murine cut homologue (named Cux-1) in the developing mouse using Northern blot analysis and in situ hybridization. At 12.5 d.p.c. and 13.5 d.p.c., Cux-1 was highly expressed in a subset of embryonic tissues, including the developing metanephros. Within the metanephros, Cux-1 was expressed in the nephrogenic zone including both mesenchymal cells (uninduced and condensed mesenchyme) and epithelial cells (ureteric buds, renal vesicles, S-shaped bodies). During later stages of nephrogenesis, Cux-1 was down-regulated such that there was minimal expression in mature glomeruli and tubules. In addition, Cux-1 was detected in the mesonephros, mesonephric duct, and bladder. Expression of Cux-1 was also examined in polycystic kidneys from C57BL/6J-cpk/cpk mice. At 21 days of age, Cux-1 was highly expressed in cyst epithelium of polycystic kidneys but was minimally expressed in kidneys from phenotypically normal littermates. These results demonstrate that a cut-related homeobox gene is expressed in the developing kidney and urinary tract of the mouse. Expression of Cux-1 in the kidney is inversely related to degree of cellular differentiation. Cux-1 may encode a transcriptional repressor that inhibits terminally differentiated gene expression during early stages of nephrogenesis.
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AB OBJECTIVES. This study determines changes in health-related quality of life after elective percutaneous transluminal coronary angioplasty and compares generic and specific measures.
   METHODS. Changes in health-related quality of life were measured in consecutive, symptomatic patients undergoing elective percutaneous coronary revascularization using the Medical Outcomes Study 36-Item Short-Form Health Survey (SF-36), the Specific Activity Scale (SAS), and the Canadian Cardiovascular Society Classification (CCSC). The patients were interviewed as outpatients before admission and at least 6 months later.
   RESULTS. There were significant changes in the following SF-36 measures: physical functioning (postscore minus prescore = 19.1 +/- 24.1), role limitations due to physical-health problems (40.4 +/- 47.2), bodily pain (19.9 +/- 29.3), vitality (12.9 +/- 25.1), social functioning (20.0 +/- 33.1), role limitations due to emotional-health problems (26.7 +/- 49.0), and general mental health (7.1 +/- 21.2). General health perceptions did not change significantly, Internal-consistency reliability coefficients for these measures ranged from 0.73 to 0.91. There also was significant improvement in the CCSC class, but the SAS class did not change significantly. Overall, the SF-36 role-physical scale was the most responsive to changes after elective percutaneous coronary revascularization, followed;by the CCSC and the SF-36 physical functioning scale.
   CONCLUSIONS. Although this study cannot determine the causal role of elective percutaneous coronary revascularization in these changes, it provides support for the usefulness of these measures in future evaluations of this intervention.
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AB Background. Renal failure results in decreased calcitriol production, a key factor in the development of secondary hyperparathyroidism. Phosphorus accumulation and high parathyroid hormone (PTH) levels, both inherent to renal failure, have different effects on calcitriol production; moreover, dietary calcium loading may have a separate inhibitory effect on calcitriol production. This study was designed to evaluate the relative effects of PTH and dietary phosphorus and calcium on serum calcitriol levels.
   Methods. Renal failure was surgically induced and rats were divided into normal, moderate renal failure, and advanced renal failure based on the serum creatinine. Each group was subdivided and received either a high-phosphorus diet (HPD, 0.6% Ca, 1.2% P) or high-calcium diet (HCaD, 1.2% Ca, 0.6% P) for 14-16 days to determine the relative effects of dietary calcium and phosphorus loading on serum calcitriol. In addition the effect of PTH and phosphorus on calcitriol stimulation was determined with a 48-h PTH infusion combined with either a low (0.16%) or high (1%) phosphorus diet; both diets had negligible calcium (<0.05%).
   Results. With decreasing renal function, PTH increased and was greater in rats fed the HPD than the HCaD; serum calcitriol decreased as renal function decreased and was lower in normal rats and rats with moderate renal failure fed a HCaD (P<0.01). The calcitriol response to a PTH infusion decreased as renal function decreased (P<0.05) but was greater on a low- (0.16%) than a high- (1%) phosphorus diet (P<0.05).
   Conclusions. Dietary calcium loading: either directly decreases serum calcitriol or acts by modifying the stimulatory effect of PTH; the stimulatory effect of PTH on serum calcitriol is modified by dietary phosphorus; in moderate renal failure, serum calcitriol levels depend on a complex interaction between PTH and dietary calcium and phosphorus; and in advanced renal failure, serum calcitriol levels are low and are difficult to stimulate, presumably because of the loss of renal mass.
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AB We have investigated the effects of environmental conditioning on the induction of nicotine sensitization of locomotion, stereotypy and nucleus accumbens dopamine release. Sprague-Dawley rats, some of which had been previously implanted with a microdialysis guide cannula over the nucleus accumbens, were sensitized with 5 days of repeated nicotine (0.6 mg/kg per day, SC) or saline injections (1 ml/kg per day). During nicotine treatment the drug administration was either paired with the microdialysis/activity monitor testing chamber (conditioned) (n=6) or with the animal's home cage (unconditioned) (n=6) and after 60 min the animal was returned to home cage and received a second injection of saline 15 min later. A third group received saline in the testing apparatus followed by nicotine in the home cage (pseudo-conditioned) (n=6). In the guide cannulated animals, 2 mm microdialysis probes were inserted after completing day 5 of treatment and all animals were tested for their response to nicotine (0.6 mg/kg, SC) on day 6. Both locomotor activity and nucleus accumbens dopamine release showed a larger response subsequent to nicotine challenge in the nicotine versus saline pretreated animals in the conditioned group, but not in the unconditioned group. In the pseudo-conditioned group there was an increase in the stereotypy responses to nicotine, however the locomotor and dopamine release responses were not significantly enhanced. The results from the conditioned group were confirmed in animals which were tested for behavioral activation and dopamine release simultaneously (n=5). These findings indicate that nicotine sensitization of locomotor activity and nucleus accumbens dopamine release (using a 5-day pretreatment protocol) is dependent on conditioning the animal to the testing environment during nicotine pretreatment.
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AB We quantified volume and frequency thresholds necessary for the inhibition of respiratory motor output during prolonged normocapnic mechanical ventilation in healthy subjects during wakefulness (n = 7) and NREM sleep (n = 5). Subjects were ventilated at eupneic frequency (fR) with 3 min step-wise increases in tidal volume (VT), or at eupneic VT with step-wise increases in fR, or by combinations of these two parameters. Inhibition of respiratory motor output was determined using mask pressure and, when available, esophageal pressure and diaphragmatic EMG. During wakefulness, the volume threshold (at eupneic fR) averaged 969 +/- 94 ml or 1.3-1.4 times the average eupneic tidal volume; the frequency threshold (at eupneic VT was 14.1 +/- 0.7 min(-1) or 1.2 times the average eupneic frequency. The volume threshold was reduced when MV was provided at an fR above the eupneic value, and the frequency threshold was decreased when MV was provided at a VT above the eupneic level. During NREM sleep (n = 5) the volume threshold for inhibition was 835 +/- 108 ml or 1.4-1.5 times eupneic VT. The inhibitory thresholds for VT and fR were reproducible upon repeat trials within subjects. We conclude that inhibition of respiratory motor output during prolonged normocapnic mechanical ventilation in wakefulness or NREM sleep is highly sensitive to changes in ventilator VT, fR and their combination.
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AB Study Design. Cervical spine manipulation and mobilization were reviewed in an analysis of the literature from 1966 to the present.
   Objectives. To assess the evidence for the efficacy and complications of cervical spine manipulation and mobilization for the treatment of neck pain and headache.
   Summary of Background Data. Although recent research has demonstrated the efficacy of spinal manipulation for some patients with low back pain, little is known about its efficacy for neck pain and headache.
   Methods. A structured search of four computerized bibliographic data bases was performed to identify articles on the efficacy and complications of cervical spine manual therapy. Data were summarized, and randomized controlled trials were critically appraised for study quality. The confidence profile method of meta-analysis was used to estimate the effect of spine manipulation on patients' pain status.
   Results. Two of three randomized controlled trials showed a short-term benefit for cervical mobilization for acute neck pain. The combination of three of the randomized controlled trials comparing spinal manipulation with other therapies for patients with subacute or chronic neck pain showed an improvement on a 100-mm visual analogue scale of pain at 3 weeks of 12.6 mm (95% confidence interval, -0.15, 25.5) for manipulation compared with muscle relaxants or usual medical care. The highest quality randomized controlled trial demonstrated that spinal manipulation provided short-term relief for patients with tension-type headache. The complication rate for cervical spine manipulation is estimated to be between 5 and 10 per 10 million manipulations.
   Conclusions. Cervical spine manipulation and mobilization probably provide at least short-term benefits for some patients with neck pain and headaches. Although the complication rate of manipulation is small, the potential for adverse outcomes must be considered because of the possibility of permanent impairment or death.
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AB Background. The purpose of this study Was to determine whether nitric oxide regulates insulin secretion in the isolated perfused human pancreas.
   Methods, Single-pass perfursion was performed in four pancreata with a modified Krebs medium. Sequential 10-minute infusions (separated by 10-minute basal periods) of (1) 25 nmol/L acetylcholine, (2) 2.5 mu mol/L acetylcholine, and (3) 16.7 mmol/L glucose were initially infused. Then 0.1 mu mol/L of N-G-monomethyl-L-arginine (NMMA) was infused during a period of 10 minutes, and steps (I) through (3) were repeated. The change in insulin secretion from basal levels during each stimulation teas calculated and compared with that see after NMMA infusion. Results. Infusion of 25 nmol/L and 2.5 mu mol/L acetylcholine resulted in a significant stimulation of insulin secretion before NMMA infusion (p < 0.05) and after NMMA infusion for acetylcholine at 25 nmol/L (p < 0.05). The was a significant decrease in acetylcholine-induced insulin secretion after NMMA infusion for acetylcholine at 25 nmol/L and 2.5 mu mol/L compared with before NMMA infusion (p < 0.05). Infusion of 16.7 mmol/L glucose significantly stimulated insulin secretion before and after NMMA infusion, but there was no significant difference seen with insulin secretion before and after NMMA infusion. Insulin secretion was significantly inhibited during NMMA infusion (p < 0.05).
   Conclusions, These data show that infusion of the nitric oxide synthase inhibitor NMMA suppressed cholinergic-stimulated insulin secretion but did not affect glucose-stimulated insulin secretion. We conclude that nitric oxide regulates insulin secretion in the isolated perfused human pancreas.
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AB Tumor necrosis factor-alpha (TNF-alpha) and interferon-gamma (IFN-gamma) inhibit the growth of the human papillary thyroid carcinoma (PTC) cell line, NP. Exposure of NP cells to TNF-alpha resulted in the development of several PTC cell lines (R30, R45, and R60) with graded loss to the TNF-alpha-induced antiproliferation, termed resistance. In contrast, the NP cells and the resistant cells were equally sensitive to the antiproliferative action of interferon-gamma. Utilizing TNF-alpha receptor-specific agonist monoclonal antibodies, we demonstrated that the TNF-alpha receptor p55 mediated the antiproliferative action of TNF-alpha, while the p75 receptor did not affect cell proliferation in the NP cell line. The resistant PTC cell lines, however, showed a graded loss of p55 receptor-mediated antiproliferation and a concomitant activation of a p75 receptor-mediated growth stimulation. Shedding of TNF receptors is an important mechanism of TNF-alpha receptor metabolism. The p55 receptor mediated the TNF-alpha-induced up-regulation of the shedding of the p75 TNF-alpha receptor. The p75 receptor mediated the TNF-alpha-induced down-regulation of the shedding of the p55 receptor. However, the shedding of the p75 receptor was decreased and the shedding of the p55 receptor was increased in the resistant R60 cell line compared with the NP cell line, in the presence and absence of TNF-alpha. In contrast, IFN-gamma increased shedding of both p55 and p75 TNF-alpha receptors in NP and R60 cell lines with equal potency. Furthermore, the resistant PTC cell lines have increased basal manganous superoxide dismutase (MnSOD) expression and blunted induction of MnSOD mRNA upon short-term TNF-alpha treatment (less than 2 h of treatment). The results indicate that a decrease in signal transduction via the p55 TNF-alpha receptor and concomitant increase in signal transduction via the p75 TNF-alpha receptor are involved in the development of MTC cell resistance.
C1 W LOS ANGELES VET AFFAIRS MED CTR, DIV ENDOCRINOL & METAB, LOS ANGELES, CA 90073 USA.
   UNIV CALIF LOS ANGELES, SCH MED, LOS ANGELES, CA 90073 USA.
   COLUMBUS VA OUTPATIENT CLIN, COLUMBUS, OH 43203 USA.
RP Pang, XP (reprint author), W LOS ANGELES VET AFFAIRS MED CTR, THYROID CANC RES LAB, 11301 WILSHIRE BLVD, BLDG 114, RM 200, LOS ANGELES, CA 90073 USA.
FU NCI NIH HHS [CA 61863]
NR 17
TC 10
Z9 10
U1 0
U2 0
PU MARY ANN LIEBERT, INC
PI NEW ROCHELLE
PA 140 HUGUENOT STREET, 3RD FL, NEW ROCHELLE, NY 10801 USA
SN 1050-7256
EI 1557-9077
J9 THYROID
JI Thyroid
PD AUG
PY 1996
VL 6
IS 4
BP 313
EP 317
DI 10.1089/thy.1996.6.313
PG 5
WC Endocrinology & Metabolism
SC Endocrinology & Metabolism
GA VF398
UT WOS:A1996VF39800011
PM 8875753
ER

PT J
AU Chen, CW
   Oberley, TD
   Roy, D
AF Chen, CW
   Oberley, TD
   Roy, D
TI Inhibition of stilbene estrogen-induced cell proliferation of renal
   epithelial cells through the modulation of insulin-like growth factor-I
   receptor expression
SO CANCER LETTERS
LA English
DT Article
DE stilbene estrogen; insulin-like growth factor-I receptor; renal
   epithelial cells
ID HUMAN-BREAST-CANCER; TUBULAR CELLS; IGF-I; ANTIBODY; OVEREXPRESSION;
   SECRETION; INVITRO; PROTEIN; MITOGEN; CULTURE
AB In the present study, we have investigated the effects of stilbene estrogen, diethylstilbestrol (DES), on the proliferative activity and expression of insulin-like growth factor-I (IGF-I) receptor in Syrian hamster renal epithelial cells. DES exposure to renal epithelial cells caused both dose- and time-dependent increases in proliferative activity. We also tested the effects of antiestrogen ICI 182780 and insulin-like growth factor-I receptor (IGF-IR) antibody on cell proliferation. Cotreatment of cells with ICI 182780 (250 nM) and DES resulted in a 50% decrease in cell growth compared to DES alone. Treatment of cells with an anti-IGF-IR antibody (alpha IR3, 1 mu g/ml) also significantly reversed the growth-stimulatory effects of DES. A nuclear binding assay revealed that an enhanced level (similar to 2-fold) of [I-125]IGF-I binding to nuclear protein occurred in DES treated renal epithelial cell nuclei compared to controls. IGF-I receptor gene expression analyzed by Northern blotting revealed that DES treatment increased the level of IGF-IR mRNA by 2-fold compared to controls. We also tested the effect of ICI compound on the induction of IGF-I receptor gene. The cotreatment of ICI 182780 strongly inhibited DES-induced IGF-I receptor gene expression (50-60% inhibition). Stimulation of the proliferative activity of renal epithelial cells by stilbene estrogen, its prevention by IGF-I receptor antibody, and inhibition of DES-induced proliferative activity and the expression of IGF-I receptors by ICI 182780 suggest the possibility that the stimulatory effect of DES on the proliferative activity of renal epithelial cells may be mediated through the up-regulation of IGF-I receptors.
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AB Several GTP-binding proteins (G-proteins) undergo posttranslational modifications (isoprenylation and carboxyl methylation) in pancreatic beta cells. Herein, two of these were identified as CDC42 and rap 1, using Western blotting and immunoprecipitation. Confocal microscopic data indicated that CDC42 is localized only in islet endocrine cells but not in acinar cells of the pancreas. CDC42 undergoes a guanine nucleotide-specific membrane association and carboxyl methylation in normal rat islets, human islets, and pure beta (HIT or INS-1) cells. GTP gamma S-dependent carboxyl methylation of a 23-kD protein was also demonstrable in secretory granule fractions from normal islets or beta cells. AFC (a specific inhibitor of prenyl-cysteine carboxyl methyl transferases) blocked the carboxyl methylation of CDC42 in five types of insulin-secreting cells, without blocking GTP gamma S-induced translocation, implying that methylation is a consequence (not a cause) of transfer to membrane sites. High glucose (but not a depolarizing concentration of K+) induced the carboxyl methylation of CDC42 in intact cells, as assessed after specific immunoprecipitation. This effect was abrogated by GTP depletion using mycophenolic acid and was restored upon GTP repletion by coprovision of guanosine. In contrast, although rap 1 was also carboxyl methylated, it was not translocated to the particulate fraction by GTP gamma S; furthermore, its methylation was also stimulated by 40 mM K+ (suggesting a role which is not specific to nutrient stimulation). AFC also impeded nutrient-induced (but not K+-induced) insulin secretion from islets and beta cells under static or perifusion conditions, whereas an inactive structural analogue of AFC failed to inhibit insulin release. These effects were reproduced not only by S-adenosylhomocysteine (another methylation inhibitor), but also by GTP depletion. Thus, the glucose- and GTP-dependent carboxyl methylation of G-proteins such as CDC42 is an obligate step in the stimulus-secretion coupling of nutrient-induced insulin secretion, but not in the exocytotic event itself. Furthermore, AFC blocked glucose-activated phosphoinositide turnover, which may provide a partial biochemical explanation for its effect on secretion, and implies that certain G-proteins must be carboxyl methylated for their interaction with signaling effector molecules, a step which can be regulated by intracellular availability of GTP.
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AB With continuing improvements in the medical therapy of peptic ulcer disease, the incidence of primary upper gastrointestinal bleeding (UGIB) has markedly declined. Nonetheless, in a subset of surgical patients, secondary UGIB following a major operation may still be a source of substantial morbidity, To further elucidate this problem, we reviewed 103 cases of overt UGIB following all major surgical procedures conducted in two hospitals between July 1982 and June 1994. The prevalence of postoperative UGIB during this period was 0.39%, The mean interval between initial operation and UGIB was 16 days (range 1-55 days) and there was a high incidence of associated sepsis (26%). The source of bleeding was defined endoscopically in all cases and included gastritis (69.9%), solitary ulcers (17.5%), and other causes (12.6%). Postoperative UGIB (nonvariceal) was most commonly seen following portacaval shunting operations but mortality rates were highest in patients who developed UGIB after cardiovascular operations. We conclude that: (1) postoperative UGIB has become a relatively uncommon but still formidable clinical problem; (2) erosive gastritis continues to be the major source of UGIB but acute ulcers, varices, and other causes contribute to the total; and (3) postoperative UGIB is most likely to be fatal in cardiovascular patients and those who develop concurrent sepsis and/or multiorgan failure. (C) 1996 Academic Press, Inc.
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AB An ecto-ATP diphosphohydrolase (ATPDase) was purified to homogeneity from vesiculosomes shed from chicken oviduct, First, the ecto-ATPDase-enriched vesiculosomes were concentrated by filtration, differential centrifugation, and exclusion chromatography, Next, the nonionic detergent, Nonidet P-40, was used to extract the ecto-ATPDase from vesiculosomal membranes, and the solubilized enzyme was further purified by ion by ion exchange (DEAE-Bio-Gel) and lentil lectin-Sepharose 4B chromatography, In the final stage, immunoaffinity chromatography was utilized to obtain purified ecto-ATPDase, More than 25,000-fold purification was achieved, Specific activity of the purified enzyme was greater than 800 mu mol/min/mg of protein with MgATP as the substrate, the highest ever reported for an ATPDase, The enzyme also hydrolyzed other nucleoside triphosphates in the presence of magnesium at similar rates and CaATP and MgADP at lower rates, The molecular mass of the purified glycoprotein was 80 kDa as deter mined by SDS-polyacrylamide gel electrophoresis and Western blot analysis, Based on its enzymatic properties, the relationship of the chicken oviduct ecto-ATPDase with other reported ATPDases and ecto-ATPases is discussed.
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AB The Veterans Health Administration (VHA) Western Region and associated medical schools formulated a set of recommendations for an improved ambulatory health care delivery system during a 1988 strategic planning conference. As a result, the Department of Veterans Affairs (VA) Medical Center in Sepulveda, California, initiated the Pilot (now Primary) Ambulatory Care and Education (PACE) program in 1990 to implement and evaluate a model program. The PACE program represents a significant departure from traditional VA and non-VA academic medical center care, shifting the focus of care from the inpatient to the outpatient setting.
   From its inception, the PACE program has used an interdisciplinary team approach with three independent global care firms. Each firm is interdisciplinary in composition, with a matrix management structure that expands role function and empowers team members. Emphasis is on managed primary care, stressing a biopsychosocial approach and cost-effective comprehensive care emphasizing prevention and health maintenance. Information management is provided through a network of personal computers that serve as a front end to the VHA Decentralized Hospital Computer Program (DHCP) mainframe.
   In addition to providing comprehensive and cost-effective care, the PACE program educates trainees in all health care disciplines, conducts research, and disseminates information about important procedures and outcomes. Undergraduate and graduate trainees from 11 health care disciplines rotate through the PACE program to learn an integrated approach to managed ambulatory care delivery. All trainees are involved in a problem-based approach to learning that emphasizes shared training experiences among health care disciplines.
   This paper describes the transitional phases of the PACE program (strategic planning, reorganization, and quality improvement) that are relevant for other institutions that are shifting to training programs emphasizing primary and ambulatory care.
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TI Apocrine metaplasia in gynecomastia by fine needle aspiration as a
   possible indicator of anabolic steroid use - A report of two cases
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AB BACKGROUND: The fine needle aspiration finding of apocrine metaplasia in association with the usual cytologic findings of gynecomastia is distinctly unusual. Previous reports do not mention any historical clinical association. CASES: Two otherwise healthy adult males presented for fine needle aspiration (FNA) of new-onset breast masses. Both showed apocrine metaplasia associated with the typical clinical and cytologic features of gynecomastia on FNA. Additional questioning revealed that both patients reported recent anabolic steroid use as part of their body-building routines.
   CONCLUSION: The fine needle aspiration finding of apocrine metaplasia in association with the usual cytologic and clinical findings of gynecomastia in otherwise healthy adult males without a medication history may be an indicator of illicit anabolic steroid use. Anabolic steroid use often has serious consequences, so its possibility should prompt further evaluation by the patient's clinician.
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AB We have previously demonstrated a permissive role for GTP in insulin secretion; in the current studies, we examined the effect of GTP on phospholipase C (PLC) activation to explore one possible mechanism for that observation. In rat islets preexposed to the GTP synthesis inhibitors mycophenolic acid (MPA) or mizoribine (MZ), PLC activation induced by 16.7 mM glucose (or by 20 mM alpha-ketoisocaproic acid) was inhibited 63% without altering the labeling of phosphoinositide substrates. Provision of guanine, which normalizes islet GTP content and insulin release, prevented the inhibition of PLC by MPA. Glucose-induced phosphoinositide hydrolysis was blocked by removal of extracellular Ca2+ or by diazoxide. PLC induced directly by Ca2+ influx (i.e., 40 mM K+) was reduced 42% in MPA-pretreated islets but without inhibition of the concomitant insulin release. These data indicate that glucose-induced PLC activation largely reflects Ca2+ entry and demonstrate (for the first time in intact cells) that adequate GTP is necessary for glucose (and Ca2+-)-induced PLC activation but not for maximal Ca2+-induced exocytosis.
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AB The purposes of this study were 1) to determine whether angiotensin II causes growth of adult feline cardiocytes in long-term culture, 2) to compare the growth effects of angiotensin II with those resulting from electrically stimulated contraction, and 3) to determine whether the anabolic effects of contraction are exerted via the angiotensin type 1 receptor. Adult feline cardiocytes were cultured on laminin-coated trays in a serum-free medium. Cardiocytes were either electrically stimulated to contract (1 Hz, 5-ms pulse duration, alternating polarity) or were nonstimulated and quiescent. Quiescent cells were studied as controls and after treatment with angiotensin II (10(-8) M), losartan (10(-6) M; an angiotensin type 1-receptor antagonist), or angiotensin II plus losartan. Contracting cells were studied in the presence and absence of angiotensin II or losartan. In quiescent cardiocytes, angiotensin II treatment on day 7 significantly increased protein synthesis rates by 22% and protein content per cell by 17%. The effects of angiotensin II were completely blocked by losartan. Electrically stimulated contraction on days 4 and 7 in culture significantly increased protein synthesis rate by 18 and 38% and protein content per cell by 19 and 46%, respectively. Angiotensin II treatment did not further increase protein synthesis rate or protein content in contracting cardiocytes. Furthermore, losartan did not block the anabolic effects of contraction on protein synthesis rates or protein content. In conclusion, angiotensin II can exert a modest anabolic effect on adult feline cardiocytes in culture. In contracting feline cardiocytes, angiotensin II has no effect on growth. Growth caused by electrically stimulated contraction occurs more rapidly and is greater in magnitude than that caused by angiotensin II. Growth of contracting adult feline cardiocytes is not dependent on activation of the angiotensin receptor.
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AB Environmental exposure to inhaled carbon monoxide (CO) increases coronary artery disease risk. Sudden cardiac death, a frequent manifestation of coronary artery disease, is usually a result of ventricular dysrhythmia. The effect of exposure to CO at sea level (CO/SL) and simulated high (2.1 km) altitudes (CO/HA) on the incidence of cardiac ectopy in subjects with coronary artery disease was investigated. A double-blind crossover study was conducted, with random-order assignment, and each subject served as his own control. Seventeen men with documented coronary artery disease and stable angina pectoris performed cardiopulmonary exercise stress tests after random exposure to either CO or clean air (CA) at sea level (CA/SL) or at a simulated 2.1-km high altitude (CA/HA). The individual CO and HA exposure conditions were each selected to reduce the percentage of oxygen saturation of the subjects(1) arterial blood by 4%. Subjects(1) blood carboxyhemoglobin levels were increased from an average of 0.62% after clean-air exposure to 3.91% of saturation after CO exposure. The percentage of oxygen saturation in arterial blood was reduced from a baseline level of 98% to approximately 94% after CO/SL or CA/HA and to approximately 90% after CO/HA. Compared with the CA/SL (i.e., 10 premature ventricular contractions [PVCs]), the average incidence of exercise-induced ventricular ectopy was approximately doubled after all exposures (CO/SL = 18 PVCs, CA/HA = 16 PVCs, and CO/HA = 19 PVCs), and a significant trend (p < .05) of increased ectopy with decreased oxygen saturation in arterial blood was observed. Yet, among subjects who were free from ectopy (n = 11) on CA/SL, only 2 subjects developed ectopy after CO/HA. No episodes of ventricular tachycardia or fibrillation occurred. The findings indicated that exposure to increased levels of hypoxemia, resulting from hypoxic and/or CO exposures, increased the susceptibility to ventricular ectopy during exercise in individuals with stable angina pectoris; however, this risk was nominal for those without ectopy.
C1 UNIV CALIF LOS ANGELES,MED CTR,LOS ANGELES,CA 90024.
   UNIV CALIF IRVINE,DEPT COMMUNITY & ENVIRONM MED,IRVINE,CA 92717.
RP Leaf, DA (reprint author), W LOS ANGELES VET AFFAIRS MED CTR,DIV GEN INTERNAL MED 691 111G,DEPT MED,LOS ANGELES,CA 90073, USA.
NR 26
TC 9
Z9 9
U1 0
U2 0
PU HELDREF PUBLICATIONS
PI WASHINGTON
PA 1319 EIGHTEENTH ST NW, WASHINGTON, DC 20036-1802
SN 0003-9896
J9 ARCH ENVIRON HEALTH
JI Arch. Environ. Health
PD JUL-AUG
PY 1996
VL 51
IS 4
BP 283
EP 290
PG 8
WC Environmental Sciences; Public, Environmental & Occupational Health
SC Environmental Sciences & Ecology; Public, Environmental & Occupational
   Health
GA VC547
UT WOS:A1996VC54700004
PM 8757408
ER

PT J
AU George, MS
   Parekh, PI
   Rosinsky, N
   Ketter, TA
   Kimbrell, TA
   Heilman, KM
   Herscovitch, P
   Post, RM
AF George, MS
   Parekh, PI
   Rosinsky, N
   Ketter, TA
   Kimbrell, TA
   Heilman, KM
   Herscovitch, P
   Post, RM
TI Understanding emotional prosody activates right hemisphere regions
SO ARCHIVES OF NEUROLOGY
LA English
DT Article
ID LANGUAGE; PET; COMPREHENSION; ORGANIZATION; APROSODIAS; ANATOMY; WORDS
AB Background: Defects in expressing or understanding the affective or emotional tone of speech (aprosodias) have been associated with right hemisphere dysfunction, while defects of propositional language have been linked to left hemisphere disease. The brain regions involved in recognition of emotional prosody in healthy subjects is less clear.
   Objectives: To investigate the brain regions involved in understanding emotional prosody and to determine whether these differ from those involved in understanding emotion based on propositional content.
   Methods: We studied 13 healthy subjects using water labeled with radioactive oxygen 15 and positron emission tomography while they listened to 3 similar sets of spoken English sentences. In different tasks, their responses were based on the emotional propositional content, on the emotional intonation of the sentence (prosody), or on their ability to repeat the second word in the sentence (control).
   Results: Understanding propositional content activated the prefrontal cortex bilaterally, on the left more than on the right. In contrast, responding to the emotional prosody activated the right prefrontal cortex.
   Conclusion: Neurologically healthy subjects activate right hemisphere regions during emotional prosody recognition.
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AB Background: Frontotemporal dementia (FTD) is a syndrome produced by lobar degeneration of the temporal and/or frontal lobes.
   Objectives: To quantify the behavioral disturbances of FTD and compare them with behavioral changes observed in Alzheimer disease (AD).
   Design: Cross-sectional comparison of 2 groups defined by research diagnostic criteria and single photon emission computed tomography. Behaviors were assessed using a standardized rating scale-Neuropsychiatric Inventory. Groups were matched for dementia severity.
   Setting: Patients were seen at 2 university-based outpatient dementia clinics and a Veterans Affairs medical center.
   Participants: Twenty-two patients with FTD and 30 patients with AD.
   Results: Patients with FTD had significantly greater total Neuropsychiatric Inventory scores than patients with AD and exhibited more apathy, disinhibition, euphoria, and aberrant motor behavior. The Neuropsychiatric Inventory accurately assigned 77% of patients with FTD and 77% of patients with AD to the correct diagnostic group using disinhibition, apathy, and depression. Patients with FTD had higher levels of disinhibition and apathy with relatively lower levels of depression compared with patients with AD.
   Conclusions: The Neuropsychiatric Inventory provides a behavioral profile that differentiates patients with FTD from patients with AD. Patients with FTD are more behaviorally disturbed but are often less depressed than patients with AD relative to their level of apathy.
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AB The development and initial evaluation of a new, comprehensive and multicomponent behavioral treatment (Trauma Management Therapy, or TMT) for chronic combat-related Post-Traumatic Stress Disorder (PTSD) is described. The program utilizes elements of intensive exposure therapy, programmed practice, and structured social and emotional skills training to target the multiple aspects of chronic combat-related PTSD. The treatment was found to be effective in alleviating a broad spectrum of difficulties in combat veterans with chronic PTSD, most of whom had co-occuring Axis I and/or Axis II disorders. The results are discussed with respect to the implementation of the new treatment and the general need for a comprehensive approach to treating combat-related PTSD. Implications for the potential cost-effectiveness of the treatment program also are discussed. Copyright (C) 1996 Elsevier Science Ltd.
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AB Vascular dementia (VaD) is the second most common cause of dementia in the elderly. Neuropsychologically, VaD has been characterized traditionally as having a ''patchy'' pattern of cognitive deficits. Newly developed diagnostic criteria for VaD suggest that this ''patchy'' pattern is associated with one type of VaD - multiple cortical infarctions, and that several additional subtypes of VaD exist, each featuring a characteristic pattern of neuropsychological deficits. Strategic infarct de mentias have unique features that reflect the specific brain region affected. Lacunar state and Binswanger's disease produce subcortical dementia with disproportionate executive dysfunction. The profile of neuropsychological disturbances observed in VaD patients provides important insight into the localization and pathophysiology of the underlying cerebrovascular disease. (C) 1996 Academic Press, Inc.
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AB Achieving limited recombinant viral replication may provide a means of amplifying viral-mediated gene transfer in vivo. We have previously shown that cotransduction of an El-defective adenovirus with a plasmid containing the deleted El functions into prostate carcinoma cells resulted in El-defective virus production by those cells. The studies described here have extended these findings to more firmly establish the capacity of the trans complementation approach to achieve amplification of recombinant viral transgene expression. The recombinant virus used for all the studies was AdCMV-luc which contained a luciferase expression cassette; the replication-enabling plasmid, pE1, encoded the El functions deleted from AdCMV-luc. Quantitative in vitro studies with the HeLa cell line showed that for each plaque forming unit of AdCMV-luc originally exposed to the cells, 0.54 x 10(3) new replication-defective viruses were detected in supernatants and lysates over the following 3 days. Multiple cell lines were shown to support new virus production following cotransduction of AdCMV-luc and pE1. Small numbers of replication-competent viruses were detected in the lysates and supernatants from the cotransduced cells such that for every 10(5) replication-defective viruses approximately two replication-competent viruses were produced. Tumor nodules produced by engrafting a mixture of AdCMV-luc/pE1-cotransduced HeLa cells with uninfected HeLa cells yielded much higher levels of luciferase expression than control rumors containing mixtures of cells infected with AdCMV-luc alone. In total, these results demonstrate new virus production by cells receiving a replication-defective adenovirus and a replication-enabling plasmid are capable of amplifying recombinant viral transgene expression in vivo.
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AB Modified Lipoproteins, particularly different forms of oxidized LDL (ox-LDL), have been reported to elicit humoral immune responses both in experimental animals, and humans. In diabetes, glycation and oxidation processes coexist and lead to the formation of glycoxidation products. Ox-LDL has been demonstrated in atheromatous lesions, anti-ox-LDL antibodies have been detected in circulation and in atheromatous plaques, and immune complexes (ICs) formed with LDL and anti-LDL (LDL-IC) have been isolated from the serum of patients with manifestations of atherosclerosis. In addition, in vitro formed LDL-ICs and ICs isolated from patients have been demonstrated to cause intracellular accumulation of cholesteryl esters (CEs) in human macrophages and fibroblasts. The accumulation of CEs in macrophages exposed to LDL-ICs is unique to this type of IC and is associated with paradoxical overexpression of LDL receptor and with increased synthesis and release of interleukin 1 beta and tumor necrosis factor (TNF) alpha. The overexpression of LDL receptors is higher in LDL-IC-stimulated macrophages that release markedly high amounts of TNF-alpha than in macrophages that release low amounts of TNF-alpha into the medium. The release of cytokines in the subendothelial space may have a significant role in promoting the interaction of endothelial cells with mononuclear cells, causing endothelial cell damage directly or indirectly, and also in inducing smooth muscle cell proliferation. Thus, in view of the above data, it can be concluded that humoral autoimmunity may play a significant role in the pathogenesis of atherosclerosis in diabetes.
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AB OBJECTIVE - To quantify the contribution of various risk factors to the risk of amputation in diabetic patients and to develop a foot risk scoring system based on clinical data.
   RESEARCH DESIGN AND METHODS - A population-based case-control study was undertaken. Eligible subjects were 1) 25-85 years of age, 2) diabetic, 3) 50% or more Pima or Tohono O'odham Indian, 4) lived in the Gila River Indian Community, and 5) had had at least one National Institutes of Health research examination. Case patients had had an incident lower extremity amputation between 1983 and 1992; control subjects had no amputation by 1992. Medical records were reviewed to determine risk conditions and health status before the pivotal event that led to the amputation.
   RESULTS - Sixty-one people with amputations were identified and compared with 183 control subjects. Men were more likely to suffer amputation than women (odds ratio [OR] 6.5, 95% CI 2.6-15), and people with diabetic eye, renal, or cardiovascular disease were more likely to undergo amputation than those without (OR 4.6, 95% CI 1.7-12). The risk of amputation was almost equally associated with these foot risk factors. peripheral neuropathy, peripheral vascular disease, bony deformities, and a history of foot ulcers. After controlling for demographic differences and diabetes severity, the ORs for amputation with one loot risk factor was 2.1 (95% CI 1.4-3.3), with two risk factors, 4.5 (95% CI 2.9-6.9), and with three or four risk factors, 9.7 (95% CI 6.3-14.8).
   CONCLUSIONS - Male sex, end-organ complications of eye, heart, and kidney, and poor glucose control were associated with a higher amputation rate. Peripheral neuropathy, peripheral vascular disease, deformity, and a prior ulcer were similarly equally associated with an increased risk of lower extremity amputation.
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AB PURPOSE: Unlike classic Hirschsprung's disease, short-segment and ultrashort-segment varieties are usually found to be latent and milder. Ultrashort-segment Hirschsprung's disease may present as intractable chronic constipation in children over one year of age, adolescents, and adults. Anorectal myectomy has been shown in many instances to provide effective long-term treatment for certain patients with ultrashort-segment Hirschsprung's disease. Histologically, the affected segment in Hirschsprung's disease has been shown to have increased cholinergic nerves, lack of nitric oxide synthase-containing neuronal elements, and show moderate to severe loss of myenteric neurons. METHODS: Here, we report three cases that showed clinical and manometric evidence of ultrashort-segment Hirschsprung's disease. Two of the three patients responded well to myectomy. RESULTS: Detailed histologic and immunohistochemical evaluation of the internal anal sphincter and a comparison with three normal controls revealed absence of nitric oxide synthase-containing neurons in both cases that responded well to surgery and continued presence of these neurons in the patient who did not respond. A review of the current literature on various treatment modalities is included, CONCLUSIONS: Anorectal myectomy provides long-term relief of this chronic problem in a subgroup of patients with ultrashort-segment Hirschsprung's disease who lack nitrinergic neurons at the internal anal sphincter.
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AB Business settings, which increasingly promote the value of teamwork and self-directed work teams (SDWTs), offer a popular model for team development training. SDWTs are formal, permanent organizational structures or units empowered to manage themselves and the work they do. SDWTs in business settings have many of the same features as, face similar issues and problems to, and have worked out solutions to many issues that also apply to interdisciplinary health care teams (IHTs). The literature on SDWTs in business settings has addressed team involvement in choosing team leadership, training team leaders, running team meetings, selecting new team members, disciplining team members, peer review by the team, and team compensation. Materials from organizational literature have been used to promote SDWTs in health settings. However application of SDWT curriculum to IHTs has not been examined. This paper compares the curriculum used by SDWTs in business settings with its potential application to interdisciplinary teams in, geriatrics. It addresses areas where application, may be valuable and others that are potentially problematic. It offers suggestions for using SDWT concepts to train for practice on IHTs and suggests IHT concepts that could be applied to SDWT curriculum when used in geriatric health care settings.
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AB Low serum cobalamin levels are common in conditions such as dementia and often represent mild deficiency. We surveyed serum cobalamin levels prospectively in spouses and blood relatives of demented patients to determine if any familial predisposition exists for the low levels. Cobalamin status in most of the relatives found to have low levels was assessed further by means of blood counts, metabolic tests, neurologic evaluation, absorption studies and response to cobalamin therapy. Serum cobalamin levels in 36 spouses correlated with those of the 36 demented patients related to them (r=0.46, p=0.004). A significant association was not seen in 34 blood relatives of 34 demented patients (r=0.27). Most importantly, 67% of the spouses of demented patients with low serum cobalamin had low values themselves, compared with only 3% of the spouses of patients with normal levels (p=0.001). Detailed study of 4 of the 5 spouses (and 3 blood relatives) with low cobalamin levels showed no anemia in any case. Nevertheless, 4 of the subjects had metabolic evidence of deficiency and one had electrophysiological abnormalities; all these defects improved with cobalamin therapy. These observations identify a hitherto unsuspected group of people at high risk for cobalamin deficiency and suggest that spouses of demented patients with low cobalamin levels should also have their cobalamin levels measured. The increased frequency of low serum cobalamin levels in spouses of demented patients with low levels represents in most cases a true, mild cobalamin deficiency that responds to treatment.
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AB Recent biochemical and biophysical studies point to mechanistic hypotheses for sweet taste transduction involving either second messengers or stimulus-gated ion channels. Biochemical studies have shown that sweet tasting stimuli enhance the production of the second messenger, cyclic AMP, in a GTP-dependent manner in taste tissue homogenates. The cyclic AMP thus produced apparently stimulates a protein kinase A which may phosphorylate ion channels, leading ultimately to depolarization, an increase in intracellular calcium ion activity, and release of neurotransmitter. Recent studies show that some sweeteners also induce the production of inositol 1,4,5-trisphosphate (IP3). Other sweet transduction processes not associated with second messenger production may exist. For example, evidence for a stimulus-gated type ion channel for sweet taste can be inferred from ion transport studies on lingual epithelia and from psychophysics. A recent study demonstrated that certain amphiphilic sweeteners are capable of directly stimulating purified G proteins in an in vitro assay. Perhaps these and other amphiphilic intense sweeteners cross the plasma membrane and directly stimulate the G protein, inducing production of second messenger and bypassing the receptor. A number of sweeteners are capable of forming ion channels or of simply perturbing the membrane, actions which could operate during stimulation of the sweet receptor cell. This type of action could explain the relatively longer response times and lingering taste intensity associated with many amphiphilic sweeteners. Copyright (C) 1996 Elsevier Science Ltd.
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AB To investigate the in vitro effects of cytokines on the growth of human papillary thyroid carcinoma (PTC) cells, we established six new PTC cell lines, designated BHP 5, 14, 15, 17, 18, and 19, from different patients. We studied the antiproliferative actions of cytokines by using BHP cells, NP cells (PTC cell. line), and ARO cells (anaplastic thyroid carcinoma cell line). These cells were treated with various concentrations of tumor necrosis factor-alpha (TNF alpha), interferon-gamma (IFN gamma), interleukin-1 beta (IL-1 beta), and transforming growth factor-beta 1 (TGF beta 1), alone and in combination. Cell proliferation was assessed by [H-3]thymidine incorporation and cell number measurement.
   In BHP cell lines, IFN gamma, IL-1 beta, and TGF beta 1 inhibited [H-3]thymidine incorporation and decreased cell number, but TNF alpha stimulated [H-3]thymidine incorporation. In NP cells, treatment with each cytokine decreased [H-3]thymidine incorporation and cell number. In contrast, the proliferation of ARO cells was either stimulated by or resistant to TNF alpha, IL-1 beta, and TGF beta 1. The effects of these cytokines on [H-3]thymidine incorporation were additive in these cell lines. The results suggest that IL-1 beta and TGF beta 1 play a pivotal role in growth inhibition of PTC cells, and the escape from negative control of IL-1 beta and TGF beta 1 may be a step toward anaplastic changes. The additive effects of these cytokines suggest that they act through different pathways.
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AB A case involving a delusional misidentification syndrome associated with homicide is presented. The anglophonic literature concerning delusional misidentification and homicide is reviewed. Delusional misidentification may be a risk factor for potential violence toward others, including homicide of a delusionally misidentified person.
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AB Operational skills involved in controlling a motor vehicle were measured in two groups of very healthy elderly drivers and a young control group to test the hypothesis that there are age-related declines in operational performance that may influence driver safety. An actual behind-the-wheel, standardized road test was employed using a motor vehicle equipped with sensors to record speed, braking activity, and lane position, as well as direction and magnitude ef front-wheel and eye-movement excursions. The data from these sensors were used as dependent measures of operational performance. Older drivers made fewer steering and eye-movement excursions and drifted across the center line more frequently than the young control group. Younger drivers drove significantly faster and executed more braking applications than did their older counterparts. The motor-vehicle operational performance of older healthy drivers was related to visual-spatial attentional declines and the useful field of vision associated with the normal aging process.
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AB Naturally occurring mutations in the mouse provide a unique resource for identifying genes and characterizing proteins involved in lipid metabolism. Spontaneous mouse mutations have been described that affect various aspects of lipid metabolism, including cellular cholesterol homeostasis, fatty acid metabolism, serum lipoprotein levels, serum and tissue lipase activities, and lipid composition of tissues such as liver, nerve, kidney, and adrenal gland. Here we briefly describe the phenotypes and genetics of several mutants with blood and tissue lipid abnormalities, and then provide a more in-depth discussion of two mutations, fatty liver dystrophy (fld) and combined lipase deficiency (cld). Mice homozygous for the fld mutation exhibit fatty liver and hypertriglyceridemia during neonatal development, and a peripheral neuropathy that progresses throughout the lifetime of the animal. Combined lipase deficiency is characterized by a nearly complete absence of lipoprotein lipase and hepatic lipase activity resulting in neonatal lethality. Although the underlying genes for these two disorders have yet to be identified, candidates that have been implicated through the molecular and biochemical characterization of the mutants are discussed.
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AB The Addiction Severity Index and NIMH Diagnostic Interview Schedule data of 20 methadone-maintained subjects with ''fake bad'' invalid profiles on the Personality Assessment Inventory, 15 methadone-maintained subjects with ''fake good'' invalid profiles, and 158 methadone-maintained subjects with valid profiles were compared. The findings revealed a number of significant group differences on both measures with the highest scores for the fake bad subjects and lowest scores for the fake good subjects. These findings suggest that the response sets exhibited in response to the Personality Assessment Inventory questionnaire extended to performance during the two semistructured interviews. There was no indication that interviewers were aware of misrepresentation. The limitations of the findings and alternative interpretations of the data are considered.
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AB Neuroimaging studies for 18 patients carrying carbon monoxide toxicity as a discharge diagnosis were reviewed. The most common positive findings were low-density lesions in the globus pallidus (7/18, 39%) and deep white matter changes (5/18, 28%). Six computed tomography head scans showed no acute changes. Advanced age, method of exposure (intentional vs accidental), and severity of carboxyhemoglobin level did not predict neuroradiological or clinical outcomes. Early neuroimaging could not be used to predict clinical courses (death or coma vs discharge to either an institution or a home) in the patient population studied.
C1 W LOS ANGELES VET AFFAIRS MED CTR,NEUROBEHAB UNIT 691116AF,LOS ANGELES,CA 90073.
   UNIV CALIF SAN DIEGO,MED CTR,DEPT RADIOL,SAN DIEGO,CA 92103.
   UNIV CALIF SAN DIEGO,MED CTR,DEPT TOXICOL,SAN DIEGO,CA 92103.
NR 12
TC 19
Z9 19
U1 0
U2 0
PU LITTLE BROWN CO
PI BOSTON
PA 34 BEACON STREET, BOSTON, MA 02108-1493
SN 1051-2284
J9 J NEUROIMAGING
JI J. Neuroimaging
PD JUL
PY 1996
VL 6
IS 3
BP 161
EP 166
PG 6
WC Clinical Neurology; Neuroimaging; Radiology, Nuclear Medicine & Medical
   Imaging
SC Neurosciences & Neurology; Radiology, Nuclear Medicine & Medical Imaging
GA UY937
UT WOS:A1996UY93700005
PM 8704291
ER

PT J
AU Baskaya, MK
   Hu, YG
   Donaldson, D
   Maley, M
   Rao, AM
   Prasad, MR
   Dempsey, RJ
AF Baskaya, MK
   Hu, YG
   Donaldson, D
   Maley, M
   Rao, AM
   Prasad, MR
   Dempsey, RJ
TI Protective effect of the 5-lipoxygenase inhibitor AA-861 on cerebral
   edema after transient ischemia
SO JOURNAL OF NEUROSURGERY
LA English
DT Article
DE cerebral blood flow; edema; ischemia; leukotriene; lipoxygenase;
   reperfusion; gerbil
ID ARACHIDONIC-ACID METABOLISM; BRAIN-BARRIER PERMEABILITY; FREE
   FATTY-ACIDS; LEUKOTRIENE-C4; REPERFUSION; RATS; CYCLOOXYGENASE;
   PROSTAGLANDIN; LIBERATION; MEDIATORS
AB This study examined the effect of AA-861, a specific 5-lipoxygenase inhibitor, on brain levels of leukotriene C-4 (LTC(4)) and correlated any changes with changes in edema formation and cerebral blood flow (CBF) after transient ischemia In gerbils. Brain levels of LTC(4) were observed to be increased at 1, 2, and 6 hours of reperfusion following 20 minutes of occlusion. At 2 hours of reperfusion, a pretreatment dose of 1000 mg/kg of AA-861 was required to inhibit more than 90% of the reperfusion-induced increases in brain LTC(4). At this dose, inhibition of LTC(4) production was observed at 2 and 6 hours of reperfusion. The specific gravity of both the cortex and subcortex was decreased at 6 hours of reperfusion after 20 minutes of occlusion. At 2 hours of reperfusion, no significant difference was observed in the specific gravity of the cortex and subcortex regions of gerbils pretreated with AA-861 or with vehicle, but at 6 hours of reperfusion significant positive differences were observed. Cerebral blood flow decreased to approximately 10% of preocclusion values during occlusion and returned to near-preocclusion values after 10 minutes of reperfusion. No significant differences were observed in regional CBF in the AA-861- and vehicle-pretreated gerbils during reperfusion. These findings indicate that LTC(4) production after transient cerebral ischemia may be an important contributor to the development of cerebral edema and that CBF does not mediate the LTC(4)-involved development of edema.
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AB Although a number of studies have demonstrated that psychiatric patients' performance deficits on the Wisconsin Card Sorting Test (WCST) can be modified through intervention, relatively little evidence exists to support the long-term durability of training effects. The present study tested the effectiveness and durability of a training procedure based on errorless learning principles, and in addition sought to determine the effect of previously committed errors on training and posttraining performance. Twenty-three chronic psychotic inpatients were randomly assigned to an Initial Error (n = 11) or No Initial Error (n = 12) group. The Initial Error group received two standard administrations of the WCST prior to training (where they were expected to commit many errors); the No Initial Error group had no prior exposure to the WCST. All subjects received training on the WCST which was followed by immediate, 1-, 2-, and 4-week post-tests. Results supported the effectiveness of training and the durability of effects, but previous error history showed no clear relationship to post-training performance. Copyright (C) 1996 Elsevier Science Ltd.
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AB We describe a 62-year-old woman who developed extensive papular skin eruption with dysphagia and proximal muscle weakness, Laboratory studies showed a progressive increase of muscle enzymes, lambda monoclonal gammopathy, and elevated serum thyroid hormones. Several skin and muscle biopsies were necessary, to reach the correct diagnosis of scleromyxedema in association with hyperthyroidism. Muscle biopsies contained rimmed vacuoles with some necrosis and regeneration, but no increased mucopolysaccharides, Hyperthyroidism was treated without appreciable improvement of the skin and muscle legions. Myopathy is an increasingly recognized feature of scleromyxedema; its pathogenesis is still unexplained.
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AB Objectives. We sought to demonstrate mechanisms by which rapid pacing can cause conduction block without terminating reentry.
   Background. Rapid pacing can fail to terminate or can accelerate tachycardias in patients. Mechanisms for these responses are poorly understood.
   Methods. We studied reentry in the canine atrial tricuspid ring and a left ventricular ring in vitro in 12 preparations. Activations were recorded from 10 sites around the ring, and monophasic action potentials were recorded from critical sites of block. Rapid pacing at cycle lengths that intermittently caused conduction block was performed at multiple sites.
   Results. Action potential alternans contributed to block of an orthodromic impulse during rapid pacing. When pacing continued for two stimuli after orthodromic block, a second episode of block could reverse the direction of tachycardia. Continued pacing at this site was likely to produce block of an antidromic impulse, which may initiate double-wave reentry. Double-wave reentry could be sustained or nonsustained. Its cycle length was 56% to 77% of the single-wave cycle length. The ratio of double-wave cycle length to single-wave cycle length was inversely correlated with the relative excitable gap (p < 0.01). Double-wave reentry can be a mechanism for persistent cycle length alternation during tachycardia.
   Conclusions. Successful termination of reentry by rapid pacing required block of an orthodromic impulse and stopping pacing within one stimulus after orthodromic block Reversal of reentry makes the circuit resistant to termination from this site of pacing, Antidromic block can cause acceleration due to double-wave reentry when there is a substantial excitable gap.
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AB Calciphylaxis is a rare and life-threatening complication that is estimated to occur in 1% of patients with ESRD each year. Typically, extensive microvascular calcification and occlusion/thrombosis leads to violaceous skin lesions, which progress to nonhealing ulcers and sepsis. Secondary infection of skin lesions is common, often leading to sepsis and death, The lower extremities are predominantly involved (roughly 90% of patients). Patients with skin involvement over She trunk or proximal extremities have a poorer prognosis. Although most calciphylaxis patients have abnormalities of the calcium:phosphate axis or elevated levels of parathyroid hormone, these abnormalities do not appear io be fundamental to the pathophysiology of the disorder, and the etiology of calciphylaxis remains unclear, Recently, functional protein C deficiency has been hypothesized to cause a hypercoagulable state that could induce thrombosis in small vessels, with resulting skin ischemia, necrosis, and gangrene. The lack of understanding of the pathophysiology of the disease results in treatments that are equally unsatisfactory, Patients who undergo parathyroidectomy have a tendency to improve, but the prognosis for the disease is poor and mortality remains high.
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AB Platelet factor 4 (PF4), an abundant platelet secretory product, is a strong candidate for modulating glomerular pathology, Because PF4 might be released from platelets and influence intrinsic cell growth during glomerular injury, the effect of PF4 on fetal calf serum- and platelet-derived growth factor (PDGF)-induced mesangial cell mitogenesis was examined, Mitogenesis was measured as the amount of H-3-thymidine incorporated into acid-precipitable material as well as by autoradiography, The effect of PF4 on mesangial cell expression of mRNA for PDGF A chain and transforming growth factor-beta (TGF-beta(1)) was also examined, Fetal calf serum (10%)- and PDGF (10 ng/mL)-stimulated increases in mesangial cell H-3-thymidine incorporation were inhibited by incremental concentrations of PF4 (1 to 25 mu g/mL) showing a maximum reduction of approximately 80% at 25 mu g/mL of PF4, PF4 was effective when added 24 h before and 1, 4, and 8 h, but not 16 h after the addition of PDGF, indicating that inhibition occurred at delayed events in cell-cycle regulation. PF4 inhibited PDGF-induced increments in mRNA encoding PDGF A chain and TGF-beta(1). Also, PF4 did not interfere with PDGF receptor binding. The results of this study show that PF4 is a negative regulator of mesangial cell proliferation and suggest an interference in cell growth by pathways associated with modulation of the autocrine growth factors PDGF and TGF-beta(1).
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AB Since its formal introduction into psychiatric nomenclature more than a decade ago, the diagnosis of posttraumatic stress disorder (PTSD) has become firmly entrenched in the legal landscape. In part, this is because PTSD seems easy to understand. It is one of only a few mental disorders for which the psychiatric Diagnostic and Statistical Manual (DSM) describes a known cause. Since the diagnosis is usually based on patients' self-report, however, it creates the possibility of distortion aimed at avoidance of criminal punishment, and, as a result, has achieved mired success as a criminal defense. When providing expert testimony mental health witnesses must take care to distinguish between mere PTSD and a causal connection between PTSD and the criminal act in question. PTSD has not only been used to abrogate or diminish responsibility, but also to arrange pre-trial plea bargaining agreements or play a role in sentencing determinations The author explores various uses and potential abuses of PTSD in criminal jurisprudence and offers suggestions regarding retrospective PTSD assessment.
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AB Examined differences between compensation seeking (CS) veterans and noncompensation seeking (NCS) veterans on the Minnesota Multiphasic Personality Inventory-2 (MMPI-2) and other psychological measures in 142 combat veterans evaluated for posttraumatic stress disorder (PTSD) at an outpatient Veterans Affairs (VA) hospital PTSD clinic. Patients were grouped on the basis of their compensation seeking status, with 69% classified as CS for PTSD. The CS veterans achieved significantly more pathological scores across a wide range of psychological inventories and MMPI-2 validity indices, although they did not differ in frequency of PTSD diagnoses from NCS veterans. Implications of these findings are discussed, and clinicians are advised to be aware of the compensation seeking status of combat-veterans being evaluated for PTSD.
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AB BACKGROUND- Dementia is a syndrome with many possible causes. It is most commonly seen in the elderly but can also occur in younger people. Conditions that cause dementia produce memory and other cognitive difficulties as well as a variety of neuropsychiatric disturbances. The neuropsychiatric problems associated with dementias diminish the quality of life for both patients and their caregivers and contribute to the decision to institutionalize patients.
   REVIEW SUMMARY- Psychomotor activity disturbances, agitation, aggression, personality alterations, anxiety, depression, psychosis, eating disturbances, alterations in libido and sexual activity, and sleep changes are commonly noted in demented patients. Neuropsychiatric disturbances in demented patients can stem directly from illnesses causing dementia or they can be secondary to other factors (e.g., primary psychiatric illnesses, medical illnesses, medication side effects, environmental factors). Nonpharmacologic and pharmacologic treatments can ameliorate many of the neuropsychiatric problems associated with dementias.
   CONCLUSIONS- Many of the neuropsychiatric concomitants of dementia can be ameliorated if they are accurately characterized and appropriate treatments are applied. Environmental manipulations, psychotherapeutic interventions, and psychotropic medications can decrease patient and caregiver distress and may delay institutionalization of patients. A better understanding of the neuropsychiatric symptoms associated with dementias may lead to new insights into similar symptoms that accompany other neurobiological processes.
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AB Forced thinking is an incompletely understood and rarely described epileptic aura. We studied three patients with forced thinking from left frontal lesions, two neoplastic and one vascular. All thr ee experienced repetitive, intrusive thoughts at the onset of seizures. Their forced thinking was associated with the desire to vocalize, orobuccal movements, and speech arrest. The episodes occurred with other ictal manifestations and responded to antiseizure therapy. These patients suggest that epileptic forced thinking is a heterogeneous phenomenon; forced thinking from left frontal lesions is a manifestation of expressive language and is distinct from experiential thoughts arising from temporal limbic foci.
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AB To determine how users of mental health services would like to be addressed by professionals, a survey of 302 persons participating in a variety of inpatient and outpatient psychiatric programs was conducted. Forty-five percent of the sample preferred the term ''client,'' 20 percent preferred the term ''patient,'' 8 percent preferred the term ''consumer,'' and 27 percent either expressed no clear preference for one term or provided another term. The results suggest that no one term is favored by users of mental health services. Professionals and persons receiving mental health services are encouraged to talk over individual preferences to help establish a working alliance.
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AB The focus of this review is to provide a perspective on the applications and advantages of dynamic testing of parathyroid gland function in the dialysis patient. This review will: 1) consider the clinical utility of dynamic testing of the parathyroid gland and how the application of the information obtained with this testing can provide a better understanding of the physiology of parathyroid gland secretion in uremia; and 2) attempt to reconcile some of the different methodologies which have been used to evaluate the set point of calcium and the slope of the PTH-calcium curve. It will offer our interpretation of the meaning of the set point of calcium, a term which, in our opinion, has generated considerable confusion with respect to dynamic testing of the parathyroid gland.
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AB A two-step methylcellulose culture provided a method to study the differentiation of murine lymphohematopoietic progenitors, In the presence of two cytokines, one from a group consisting of Steel factor (SF) and flt3/flk2 ligand (FL) and the other from a group consisting of interleukin 6 (IL-6), G-CSF, IL-11 and IL-12, murine lymphohematopoietic progenitors proliferated and generated not only myeloid lineage cells but also committed B cell progenitors, Although somewhat less effectively than SF and FL, IL-4 also synergized with IL-6 or IL-11 in support of B lymphopoiesis, This early process of B lymphopoiesis appears to proceed through three stages: lymphohematopoietic proliferative stage, commitment stage and early B lymphoid proliferative stage, Surprisingly, IL-3 could neither replace nor act synergistically with SF, IL-4 or FL in maintaining the B lymphoid potential of the cells in the primary culture, although IL-3 was very effective in support of multilineage myeloid colony formation, In addition, when added to permissive cytokine combinations, IL-3 inhibited development of the B cell lineage. After screening available lymphohematopoietic cytokines, it was found that IL-1 (both alpha and beta) also has similar inhibitory effects on early B lymphopoiesis. Studies using in vivo transfer of primary colonies suggested that cytokine regulation of commitment to T cell lineage may also be similar to that of B cell lineage.
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AB One of the hallmarks of Chagas' disease (caused by Trypanosoma cruzi) is progressive cardiomyopathy. The disease is associated with increased serum TNF-alpha levels, and TNF-alpha is known to depress cardiac function. It is, however, not known whether the cytokines are produced within the infected myocardium. One-month-old male Lewis rats were injected with cell culture-derived T. cruzi trypomastigotes and killed 15 days post-infection. As compared to normal animals, histologic analysis of infected animals revealed dense infection with amastigotes within myocytes and a minimal inflammatory infiltrate in the myocardium. Northern blot analysis of total RNA revealed no signal for IL-1 beta or TNF-alpha, and a weak signal for IL-6 in the control rat hearts, and high levels of expression for the three genes in the infected rats. Western blots revealed results similar to that of mRNA levels, suggesting that, in addition to mechanical damage, infection by T. cruzi induces proinflammatory cytokine production in the myocardium itself, which may further exacerbate the pathology, and affect adversely myocardial function. (C) 1996 Academic Press, Inc.
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AB Rationale and Objectives. We assessed whether intestinal ischemia would result in transudation of orally administered gadopentetate dimeglumine into the peritoneal cavity.
   Methods. Twenty-eight rats were anesthetized and midline laparotomy was performed. Animals were divided into four groups: control, ligation of a single mesenteric arcade, ligation of six consecutive arcades, and ligation of the anterior mesenteric artery (analogous to the superior mesenteric artery in humans). A 1.0-ml enteric bolus of gadopentetate dimeglumine diluted with sterile water (1:1) was given via gavage. Magnetic resonance imaging was performed 2 hr after laparotomy and reviewed for the presence of intraperitoneal gadopentetate dimeglumine by two experienced observers. Animals were sacrificed 24 hr after surgery for pathologic examination.
   Results. Four animals died prior to sacrifice. The bladder had a grossly high signal in all cases, implying some degree of intravascular absorption of the contrast material. A correlation was found between increasing mean radiology scores and increasing numbers of ligated vessels. The intraperitoneal signal tended to be higher in experimental animals than in control animals. Histologic damage was more severe in experimental animals (ischemic changes extending deeper into the intestinal wall) than in control animals.
   Conclusion. Direct visualization of spilled gastrointestinal gadopentetate dimeglumine helped discriminate ischemic from control rats in this model.
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AB Abnormalities in plasma nonesterified fatty acids (NEFAs) may contribute to increased vascular alpha-adrenergic tone in obese hypertensive patients, because raising NEFAs locally enhances vascular reactivity to exogenously infused phenylephrine. However, responses to exogenous phenylephrine, a relatively selective alpha(1)-adrenoceptor agonist, may not reflect the physiologically more important response to endogenous norepinephrine, a nonselective alpha-adrenoceptor agonist. To study the effects of NEFAs on vascular responses to endogenously released norepinephrine, dorsal hand venoconstrictor responses to thigh cuff inflation were quantified in nine healthy volunteers during coinfusion of Intralipid with heparin to raise fatty acids locally. Intralipid-heparin, which approximately doubled local linoleic and oleic acid concentrations (P < 0.05), increased the magnitude and duration of the venoconstrictor response to thigh cuff inflation (P < 0.005) and also enhanced venoconstrictor responses to locally infused phenylephrine but not clonidine, a relatively selective partial alpha(2)-adrenoceptor agonist. The results of this study indicate that NEFAs enhance reflex vasoconstrictor responses largely through local effects on the vascular alpha(1)-adrenoceptor and raise the possibility that fatty acids contribute to increased neurovascular tone in obese hypertensive patients.
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AB In passive Heymann nephritis (PHN), angiotensin-converting enzyme inhibition (ACEI) or a low dietary protein intake decreases albuminuria (UA1bV). Although this reduction in albuminuria appears to result from an improvement in glomerular permselectivity, the effect of these treat; ments on albumin permeation and absorption by the nephron has not been clarified. This study used micropuncture techniques to examine the effect of these two treatments on albumin permeation (by measuring the delivery of albumin to the proximal tubule) and the tubular absorption of albumin. PHN rats (12-18 days after injection of FX1A) were switched from 23% to either 40% protein diet (HP), 40% protein diet and concomitantly treated with enalapril (40 mg . kg(-1). day(-1)) (HPE), or to 8% (LP) protein diet for 4-6 days. Although left kidney glomerular filtration rate (GFR) did not differ among the groups, UA1bV from the left kidney in LP and HPE was only 20-40% of that observed for the HP group. In protocol 1, the fractional recovery of albumin (FR(A1b)) in urine was calculated following injection of artificial tubular fluid containing [C-14]inulin and I-125-labeled albumin into the earliest identifiable proximal loops. There were no differences in FR(A1b) among the three groups. In protocol 2, timed quantitative collections of tubular fluid were obtained from proximal tubular loops. The rate of albumin delivery to the earliest accessible loops of the proximal tubule was significantly lower for the LP and HPE groups compared with the HP group. For each group, albumin concentration corrected for water absorption was not altered along the proximal tubule. The data indicate that alterations of dietary protein intake or ACEI treatment results in large changes in the delivery of albumin at the proximal tubule that could singularly account for the changes in urinary albumin excretion.
C1 RALPH H JOHNSON VET AFFAIRS MED CTR, CHARLESTON, SC 29403 USA.
RP Fitzgibbon, WR (reprint author), MED UNIV S CAROLINA, DEPT MED, DIV NEPHROL, 171 ASHLEY AVE, CHARLESTON, SC 29425 USA.
NR 23
TC 1
Z9 2
U1 0
U2 0
PU AMER PHYSIOLOGICAL SOC
PI BETHESDA
PA 9650 ROCKVILLE PIKE, BETHESDA, MD 20814
SN 0363-6127
J9 AM J PHYSIOL-RENAL
JI Am. J. Physiol.-Renal Fluid Electrolyte Physiol.
PD JUN
PY 1996
VL 270
IS 6
BP F986
EP F996
PG 11
WC Physiology; Urology & Nephrology
SC Physiology; Urology & Nephrology
GA UT492
UT WOS:A1996UT49200009
PM 8764318
ER

PT J
AU Bowden, CL
   Janicak, PG
   Orsulak, P
   Swann, AC
   Davis, JM
   Calabrese, JR
   Goodnick, P
   Small, JG
   Rush, AJ
   Kimmel, SF
   Risch, SC
   Morris, DD
AF Bowden, CL
   Janicak, PG
   Orsulak, P
   Swann, AC
   Davis, JM
   Calabrese, JR
   Goodnick, P
   Small, JG
   Rush, AJ
   Kimmel, SF
   Risch, SC
   Morris, DD
TI Relation of serum valproate concentration to response in mania
SO AMERICAN JOURNAL OF PSYCHIATRY
LA English
DT Article; Proceedings Paper
CT 33rd Annual Meeting of the American-College-of-Neuropsychopharmacology
CY DEC 12-16, 1994
CL SAN JUAN, PR
SP Amer Coll Neuropsychopharmacol
ID SODIUM VALPROATE; PREDICTION; EPILEPSY; ACID
AB Objective: This study was designed to determine the relation of valproate serum levels to clinical improvement and development of adverse effects in hospitalized patients with acute mania. The initial fixed-dose escalation design, the monotherapy with divalproex, and the control of variables that is possible only with hospitalized patients reduced the confounding factors present in most outpatient studies of serum level-response relationships. Method: Sixty-five hospitalized patients who met the Research Diagnostic Criteria for bipolar disorder with mania were treated with divalproex, 750 mg/day for 2 days and then 1,000 mg/day on days 3-5; the dosage was subsequently adjusted as clinically indicated for the remainder of the 21-day study. Manic symptoms were assessed with the Mania Rating Scale, which is derived from the Schedule for Affective Disorders and Schizophrenia. Results: At day 5, patients with serum valproate levels greater than or equal to 45 mu g/ml were two to seven times as likely as patients with levels <45 mu g/ml to show 20% or greater improvement in scores on the manic syndrome subscale, the behavior and ideation subscale, elevated mood, increased activity, motor hyperactivity, and psychosis. Endpoint analyses yielded similar results. Adverse experiences characteristic of divalproex treatment were disproportionately associated with serum levels greater than or equal to 225 mu g/ml. Conclusions: Acutely manic patients treated with divalproex who have valproate serum levels between 45 and 100-125 mu g/ml are much more likely to have efficacious and well-tolerated responses than patients with lower ol higher levels of valproate.
C1 AUDIE L MURPHY MEM VET ADM MED CTR,SAN ANTONIO,TX 78284.
   UNIV ILLINOIS,DEPT PSYCHIAT,CHICAGO,IL 60612.
   UNIV TEXAS,SW MED CTR,DEPT PSYCHIAT,DALLAS,TX.
   VET AFFAIRS MED CTR,DALLAS,TX.
   CASE WESTERN RESERVE UNIV,SCH MED,DEPT PSYCHIAT,CLEVELAND,OH 44106.
   UNIV TEXAS,SCH MED,DEPT PSYCHIAT,HOUSTON,TX.
   UNIV MIAMI,DEPT PSYCHIAT,CORAL GABLES,FL 33124.
   MED UNIV S CAROLINA,INST PSYCHIAT,CHARLESTON,SC 29425.
   ABBOTT LABS,CLIN RES SECT,N CHICAGO,IL 60064.
RP Bowden, CL (reprint author), UNIV TEXAS,HLTH SCI CTR,DEPT PSYCHIAT,DIV BIO PSYCHIAT,7703 FLOYD CURL DR,SAN ANTONIO,TX 78284, USA.
OI Rush, Augustus/0000-0003-2004-2382
NR 17
TC 127
Z9 129
U1 0
U2 1
PU AMER PSYCHIATRIC ASSOCIATION
PI WASHINGTON
PA 1400 K ST NW, WASHINGTON, DC 20005
SN 0002-953X
J9 AM J PSYCHIAT
JI Am. J. Psychiat.
PD JUN
PY 1996
VL 153
IS 6
BP 765
EP 770
PG 6
WC Psychiatry
SC Psychiatry
GA UN632
UT WOS:A1996UN63200005
PM 8633687
ER

PT J
AU Tuner, K
   Wexler, HM
   Reeves, D
   Finegold, SM
AF Tuner, K
   Wexler, HM
   Reeves, D
   Finegold, SM
TI Penicillin-binding proteins in Fusobacterium species
SO ANAEROBE
LA English
DT Article
DE penicillin-binding proteins; Fusobacterium; anaerobic bacteria;
   antimicrobials
ID BETA-LACTAM ANTIBIOTICS; CEFOXITIN RESISTANCE; SUSCEPTIBILITY;
   MECHANISM; BACTERIA; FRAGILIS
AB PBPs were identified in four species of Fusobacterium. Each species had a distinctive PBP pattern, although some intra-species variation was noted. Most species had five or six PBPs, ranging in molecular weight from similar to 100 kDa to similar to 40 kDa. The two strains of F. nucleatum tested had characteristic ''wavy'' PBP patterns. F. mortiferum was distinctive in possessing a very major band or complex at the PBP-2 position, whereas F. varium and F. necrophorum had only minor or average bands. The antibiotics tested had varying affinities for the different PBPs and distinctive morphological changes were seen upon exposure of the organisms to certain beta-lactam agents. Cefotaxime, which caused elongation in strains of two species, had greater affinity for PBPs 1 and 4 than for the other PBPs in those strains. Aztreonam, which caused elongation in F. varium, also had affinity for PBP-4 in that strain. (C) 1996 Academic Press
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AB Objective: To determine whether increasing age is associated with an increased risk for bleeding during warfarin treatment.
   Design: Combined retrospective and prospective cohort studies.
   Setting: 6 anticoagulation clinics.
   Patients: 2376 patients receiving warfarin for various indications.
   Measurements: Bleeding events categorized as minor (resulting in no costs or consequences), serious (requiring testing or treatment), life-threatening, or fatal.
   Results: 812 first bleeding events (4 fatal, 33 life-threatening, 222 serious, and 553 minor) occurred during 3702 patient-years. Age was inversely related to the mean warfarin dose and dose-adjusted prothrombin time ratio. The unadjusted incidence of minor bleeding complications did not vary according to age group: 18.0 per 100 patient-years for patients younger than 50 years of age, 21.5 for patients 50 to 59 years of age, 24.0 for patients 60 to 69 years of age; 23.5 for patients 70 to 79 years of age, and 16.3 for patients 80 years of age and older. The unadjusted incidence of serious bleeding complications also did not vary according to age group: 9.3 per 100 patient-years for patients younger than 50 years of age, 7.1 for patients 50 to 59 years of age, 6.6 for patients 60 to 69 years of age, 5.1 for patients 70 to 79 years of age, and 4.4 for patients 80 years of age and older. The unadjusted incidence of life-threatening or fatal complications combined was significantly higher among the oldest patients: 0.75 per 100 patient-years for patients younger than 50 years of age, 0.97 for patients 50 to 59 years of age, 1.10 for patients 60 to 69 years of age, 0.68 for patients 70 to 79 years of age, and 3.38 for patients 80 years of age and older. Patients 80 years of age and older had a relative risk of 4.5 (95% CI, 1.3 to 15.6) compared with patients younger than 50 years of age. After adjustment for the intensity of anticoagulation therapy and the deviation in the prothrombin time ratio using Cox and Poisson regression, age was not generally associated with the occurrence of bleeding; relative risk estimates ranged from 0.99 to 1.03 per year of age (lower-bound 95% CI, 0.97 to 1.01; upper-bound 95% CI, 1.00 to 1.09). The single exception was life-threatening and fatal complications in patients 80 years of age or older (relative risk, 4.6 [CI, 1.2 to 18.1]).
   Conclusions: Age did not appear to be an important determinant of risk for bleeding in patients receiving warfarin, with the possible exception of age 80 years or older. The intensity of anticoagulation therapy and the deviation in the prothrombin time ratio were much stronger predictors of risk for bleeding.
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AB Pyrimethamine pharmacokinetics were studied in 11 human immunodeficiency virus (HIV)-positive patients who were seropositive for exposure to Toxoplasma gondii and were taking zidovudine (AIDS Clinical Trials Group Protocol 102), Pyrimethamine was administered at 50 mg daily for 3 weeks to achieve steady state, and pharmacokinetic profiles were determined after administration of the last dose, Noncompartmental and compartmental analyses were performed. Population pharmacokinetic analysis assuming a one-compartment model yielded the following estimates: area under the 24-h concentration-time curve, 42.7 +/- 12.3 mu g . h/ml; half-life, 139 +/- 34 h; clearance, 1.28 +/- 0.41 liters/h; volume of distribution, 246 +/- 641; and absorption rate constant, 1.5 +/- 1.3 liters/h. These values are similar to those seen in subjects without HIV infection, Pyrimethamine pharmacokinetics did not differ significantly in those subjects who were intravenous drug users. Adverse effects were noted in 73% of those initially enrolled in this study, leading to discontinuation for 38%. No association was noted between pyrimethamine levels and the incidence of adverse events. No significant differences were seen in zidovudine pharmacokinetic parameters obtained from studies performed before and during treatment with pyrimethamine. In summary, pyrimethamine exhibited pharmacokinetics in HIV-infected patients that were similar to those in non-HIV-infected subjects and it did not alter the pharmacokinetics of zidovudine in these patients.
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AB Vancomycin-resistant enterococci have become important nosocomial pathogens in many institutions, The gastrointestinal tract of susceptible hosts serves as the likely reservoir from which the organism is disseminated. To study factors promoting colonization and the efficacy of decontamination therapy,vith antimicrobial agents, a model of gastrointestinal colonization with vancomycin-resistant Enterococcus faecium was developed in CF1 mice. At baseline, all animals were colonized with non-vancomycin-resistant enterococci (5.0 log(10) CFU/g), but vancomycin-resistant organisms were not detectable. Following gastric inoculation,vith 5 x 10(8) CFU of a clinical isolate of vancomycin-resistant E. faecium, the strain transiently colonized the gastrointestinal tract of 100% of mice but was undetectable by Day 14 (less than or equal to 2.7 log(10) mean CFU/g). In animals who received 5 mg of streptomycin per mi or 250 mu g of vancomycin per mi in drinking water, colonization with the organism occurred at significantly higher bacterial counts than in controls at 7 days following inoculation (9.4 for vancomycin, 9.2 for streptomycin, and 5.1 log(10) mean CFU/g for controls; P < 0.05), Fecal concentrations of vancomycin-resistant E. faecium persisted at high counts through Day 22 in mice receiving these antibiotics, but low counts were also still detected in 3 of 10 control animals. In mice with previously established vancomycin-resistant E. faecium colonization, oral administration of ramoplanin, a lipoglycodepsipeptide to which the strain was susceptible, suppressed growth of all enterococci in feces, including the vancomycin-resistant strain after 7 days of therapy (less than or equal to 3.1 and less than or equal to 3.3 log(10) mean CFU/g for vancomycin and streptomycin groups, respectively). All mice had a recurrence of colonization with vancomycin-resistant E. faecium after the ramoplanin was discontinued, In summary, this animal model demonstrates the importance of antibiotics in predisposing to gastrointestinal colonization with vancomycin-resistant Enterococcus spp, Although treatment with ramoplanin temporarily suppressed the organism, recurrence of colonization due to relapse or reinfection occurred.
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AB Objective: To investigate the frequency of dementia in patients with Parkinson disease (PD).
   Design: Community-based prevalence study.
   Setting: The study population comprised 220 858 inhabitants from the Rogaland County, Norway.
   Participants: Almost 400 participants were examined by a neurologist, and 245 were given the diagnosis of PD and included in the study.
   Measurements: Mental functioning was rated with the Mini-Mental State Examination; Gottfries, Brane, and Steen scale; and the intellectual subscale of the Unified Parkinson's Disease Rating Scale. Criteria from the Diagnostic and Statistical Manual of Mental Disorders, Third Edition, Revised, were applied during a semistructured interview to determine the diagnosis of dementia.
   Results: Dementia was found in 67 patients (27.7%). Patients with dementia were older at the time of the study and at onset of PD and had had PD longer than the patients without dementia. Major depression was more common among patients with dementia (23%) than among patients without dementia (2.3%) (chi(2), P<.001), and patients with dementia were more often institutionalized than those without dementia (62% vs 6%, respectively, chi(2), P<.001). Atypical neurologic features for idiopathic PD tie, early occurrence of autonomic failure, symmetrical disease presentation, and only moderate response to a dopamine agonist) were associated with more severe dementia of a higher frequency rate and with lower scores on cognitive rating scales.
   Conclusion: Approximately one quarter of the patients with PD had dementia with the motor manifestations of PD. Dementia was associated with depression, institutionalization, older age at onset of PD, and atypical neurologic features.
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AB Recently, the ligand for the MpI receptor (ML) was identified to be thrombopoietin, the principal regulator of megakaryocytopoiesis and thrombopoiesis. We examined the effects of ML, as a single factor or in combinations with early acting factors such as steel factor (SF), interleukin (IL)-3, IL-ll, IL-6, and granulocyte colony-stimulating factor (G-CSF), on colony formation from primitive progenitors of mice. Cells enriched for cell cycle dormant primitive progenitors were isolated from bone marrow cells of li-fluorouracil (5-FU)-treated mice by a combination of Nycodenz density gradient separation, immunomagnetic selection for lineage-negative cells, and fluorescence-activated cell sorter (FAGS) sorting for Ly-6A/E(+)Kit(+) cells. ML, in the presence of erythropoietin, could support the formation of only a few megakaryocyte colonies. However, ML acted synergistically with SF or IL-3 to support the formation of multiple types of hematopoietic colonies including multilineage colonies. Effects of the combination of ML and SF on multipotential progenitors were not mediated through other cells, as demonstrated by micromanipulation of individual progenitors. In suspension culture, the combination of ML and SF increased the number of multipotential progenitors. ML also acted synergistically with IL-ll, IL-6, or G-CSF to support colony formation in serum-containing, but not in serum-free, cultures. However, the multilineage colony formation seen in serum-containing culture was completely abrogated by addition of ACK2, a neutralizing antibody to Kit protein. Serial observation (mapping studies) of colony development from multipotential progenitors suggested that ML triggers the cell division of dormant progenitors. Based on these observations, we propose that ML can function as an early acting cytokine and stimulate the proliferation of cell cycle dormant progenitors by shortening their G(0) period. (C) 1996 by The American Society of Hematology.
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AB Increased susceptibility of LDL to oxidation has been shown to be associated with the presence of coronary heart disease and may account for the accelerated vascular disease seen in diabetes, The response of LDL to in vitro oxidative stress has been proposed as a measure of the predisposition of LDL to the in vivo subendothelial oxidative stress, Increased susceptibility to oxidation has been demonstrated recently in diabetic patients with poorly controlled IDDM, Thus, we conducted studies to determine whether the increased susceptibility of LDL to oxidation was secondary to diabetes per se or to the level of glycemic control, Fifteen IDDM patients with good glycemic control and with no evidence of macrovascular disease or proteinuria were compared with healthy age-, sex-, race-, and BMI-matched nondiabetic subjects, Fasting blood glucose levels averaged 12.1 +/- 1.1 (mean +/- SE) vs, 4.9 +/- 0.1 mmol/l in the diabetic versus the control groups, respectively, HbA(1c) levels averaged 7.7 +/- 0.5 vs, 4.4 +/- 0.2%, reflecting well-controlled diabetes (P < 0.0001), Total, LDL, VLDL, and HDL cholesterol, triglyceride, and lipoprotein(a) levels did not differ between the groups, The particle size, lipid composition, fatty acid content, antioxidant content, and glycation were similar for LDL isolated from both groups, A rapid LDL preparation technique was used to compare LDL susceptibility to oxidation under the following conditions: final LDL cholesterol concentration of 100 mu g/ml, 5 mu mol/l of CuCl2 at 25 degrees C, There was no difference in the susceptibility to in vitro oxidation of LDL isolated from IDDM patients compared with control subjects, There was no correlation of glycemic control with any of the parameters of the in vitro oxidation of LDL, LDL from patients with well-controlled IDDM does not differ in composition or in susceptibility to in vitro oxidative stress compared with LDL from nondiabetic subjects.
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AB OBJECTIVE - To examine strategies-behavioral therapies, exercise, diet, anorectic drugs, surgery, or a combination of strategies-used for promoting weight loss in people with type Ii diabetes.
   RESEARCH DESIGN AND METHODS - Meta-analysis was used to synthesize research of promoting weight loss in this population. Literature search strategies involved reviewing bibliographies, conducting computer starches and surveys of relevant master's degree programs, and contacting representatives of the Centers for Disease Control. The final sample consisted of 89 studies involving 1,800 subjects. Data were extracted on 80 variables characterizing the sample of studies/subjects and on 23 outcome variables, including weight, metabolic control, lipids. and other physiological parameters.
   RESULTS - Diet alone had the largest statistically significant impact on weight loss (-20 lb) and metabolic control (-2.7% in glycosylated hemoglobin). All diets significantly improved fasting blood sugar. Behavioral programs alone had a statistically significant impact on weight loss (-6.4 Ib) and metabolic control (-1.5 SS) but effects were less than for dit alone. Data from the few exercise studies indicated that weighted average effects for exercise on weight loss (-3.4 Ib) and metabolic control (-0.8%) were less than diet alone. Behavioral therapy plus diet plus exercise was associated with statistically significant enter size estimates for weight loss 1-8.5 Ib) and metabolic control (-1.6%). Diet alone achieved better results. Effects of weight promotion strategies, in general, were smaller in experimental studies and for individuals over age 55.
   CONCLUSIONS - Dietary strategies are most effective for promoting short-term weight loss in type II diabetes. A number of gaps exist in the extant literature-descriptions of subjects, interventions, or longitudinal outcomes beyond 12 months after intervention.
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AB This article reviews the evidence for acclimatization and deprivation with respect to non-speech auditory abilities. Although this subject has not been studied extensively, clear evidence exists for acclimatization and/or deprivation effects on intensity discrimination, binaural masking level difference, and auditory localization and lateralization. There is also some argument for such effects with regard to changes in tolerance for intense sounds or preferred levels of amplification. However, the main evidence for these effects, changes in loudness discomfort levels with repeated testing, may reasonably be explained as procedural or task-related effects rather than changes in auditory abilities. On the other hand, the successful use of tinnitus maskers to treat hyperacusis suggests that particularly low tolerance levels may be improved by exposure to certain types of auditory stimulation. Overall, this retrospective review of changes in nonspeech auditory abilities, associated with the presence or absence of listening experience, indicates that acclimatization or deprivation effects may have influenced the results of some of the experiments reviewed. This suggests that experiments designed to study acclimatization or deprivation are timely and useful. In addition, acclimatization and deprivation are potential variables that should be considered, and preferably controlled, within experiments on auditory abilities. Clinically, the review adds weight to the argument for considering acclimatization and/or deprivation in hearing aid fitting and evaluation.
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AB PGs play an important role in regulating articular chondrocyte function in both normal and pathological states. However, the mechanisms of the the effects of PG on chondrocyte function remain undefined. We, therefore, examined tile effects of PGE(1), PGE(2), and PGF(2 alpha) on second messenger generation in relation to DNA and aggrecan synthesis in the nontransformed rat RCJ 3.1C5.18 (RCJ) chondrocyte cell line. RCJ cells were grown under minimal attachment conditions on a composite collagen-agarose (0.15%/0.8%) gel to maintain a differentiated phenotype. PGE(1) and PGE(2) (0.001-100 mu M) produced a similar dose-related increase in cAMP accumulation, with a maximal 8-fold increase over basal values, whereas PGF2 alpha produced a minimal 1.3-fold increase in cAMP levels only at 100 mu M. On the other hand, both PGE(2) and PGF(2 alpha) raised the intracellular Free calcium ([Ca2+](i)) concentration, derived primarily from extracellular sources, whereas PGE(1) was without effect on [Ca2+](i). These three PGs also had divergent effects on DNA synthesis, as measured by [H-3]thymidine ([H-3]TdR) incorporation. PGF(2 alpha) (0.001-5 mu M) produced a dose-related increase in [H-3]TdR incorporation, with a maximal 1.6-fold increase over baseline values at 5 mu M and a slight decline to below maximal levels at 10 mu M PGE(2) exhibited a contrasting inverse biphasic response, with an initial small suppressive effect that was maximal at 0.1 mu M and a secondary stimulatory phase producing a small increase over control values at 5 mu M. PGE(1) had a uniformly suppressive effect, producing a 30% decrease at 10 mu M Despite the divergent effects of PGE(1), PGE(2), and PGF(2 alpha) on second messenger generation and DNA synthesis, all three PGs produced a dose-related stimulation of angrecan synthesis. PGF(2 alpha) was the most potent, producing significant stimulation at 0.001 mu M and a maximal 104% increase at 5 mu M. PGE(1) and PGE(2) were approximately equipotent and approximately 60% as effective as PGF(2 alpha) in stimulating aggrecan synthesis. Northern analysis demonstrated that the effects of PG on aggrecan synthesis were not accompanied by changes in aggrecan core protein steady state messenger RNA levels. Thus, the effects of PG on aggrecan production in RCJ cells appear to be regulated at the posttranscriptional level. Forskolin and (Bu)(2)cAMP mimicked the suppressive effects of PGE(1) on [H-3]TdR incorporation, as well as the stimulatory effect of PGE(1) on aggrecan synthesis. In addition, the phorbol ester 12-O-tetradecanoyl phorbol acetate mimicked PGF(2 alpha) stimulation of [H-3]TdR incorporation and aggrecan synthesis, and the effects of PGF(2 alpha) on these processes were unlocked bg protein kinase C inhibitors. Therefore. it appears that in mammalian chondrocytes, PGE(1) primarily activates the cAMP-protein kinase a second messenger system, PGF(2 alpha) affects primarily the Ca2+-protein kinase C system, and PGE(2) activates both pathways. Moreover, PG posttranscriptional regulation of aggrecan synthesis in chondrocytes involves both the cAMP-protein kinase A and Ca2+-protein kinase C second messenger systems.
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AB We report the carboxylmethylation of a 36-kDa protein in intact normal rat islets and clonal beta (INS-1) cells. This protein was predominantly cytosolic. Its carboxylmethylation, as assessed by vapor phase equilibration assay, was resistant to inhibition by N-acetyl-S-trans,trans-farnesyl-L-cysteine, a competitive substrate for cysteine methyl transferases. These data suggest that the methylated C-terminal amino acid is not cysteine. The methylated protein was identified as the catalytic subunit of protein phosphatase 2A (PP2Ac) by immunoblotting. The carboxylmethylation of the PP2Ac increased its catalytic activity, suggesting a key role in the functional regulation of PP2A. Therefore, we studied okadaic acid, a selective inhibitor of PP2A that acts by an unknown mechanism. Okadaic acid (but not 1-nor-okadaone, its inactive analog) inhibited (K-i = 10 nM) the carboxylmethylation of PP2Ac and phosphatase activity in the cytosolic fraction (from normal rat islets and clonal beta-cells) as well as in intact rat islets. Furthermore, methylated PP2Ac underwent rapid demethylation (t(1/2) = 40 min) catalyzed by a methyl esterase localized in islet homogenates. Ebelactone, a purported inhibitor of methyl esterases, significantly delayed (>200 min) the demethylation of PP2Ac. Furthermore, ebelactone reversibly inhibited glucose- and ketoisocaproate-induced insulin secretion from normal rat islets. These data identify, for the first time, a methylation-demethylation cycle for PP2Ac in the beta-cell and suggest a key functional relationship between PP2A activity and the carboxylmethylation of its catalytic subunit. These findings thus suggest a negative modulatory role for PP2A in nutrient-induced insulin exocytosis.
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AB Ultrafast networks using asynchronous transfer mode (ATM) technology can provide the bandwidth and throughput that may be sufficient to satisfy the medical imaging community. Several trials are underway to assess the effect of ATM network capabilities on the clinical practice of radiology, by providing immediate interactive radiology consultations between subspecialists and general radiologists at affiliated academic institutions. The hardware to build such networks is now commercially available and its cost is decreasing steadily, but the monthly charges for ATM bandwidth use are still high. Nevertheless, given the tremendous increase in communication capability and data transfer rates possible with ATM networks, cost alone should not be the determining factor for selecting this technology. The ATM concept in general is first reviewed, followed by a description of early clinical ATM network installation in four medical environments worldwide. These medical clusters include: the UCLA affiliated hospitals (UCLA Medical Center, West LA VAMC and Olive-View UCLA Medical Center), the UCSF affiliated hospitals, Duke University Hospitals and a cluster of medical centers in Berlin which have all been connected via ATM networks. The use of ATM technology in these realistic clinical environments is discussed and evaluated for its potential impact on patient care and clinical teaching within radiology departments. From this preliminary study it is concluded that image communications over a regional PACS using an ATM network can allow interactive consultations between different subspecialist and general radiologists or other specialized radiologists spread over different medical centers.
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AB We have previously described a two-step methylcellulose culture system in which individual primitive progenitors from 5-fluorouracil (5-FU)-treated mice were shown to have both myeloid and B lymphoid differentiation capacity. Highly enriched Lin(-)Sca(+)FU(2d) BM cells were cultured in methylcellulose in the presence of Steel factor (SF), interleukin-7 (IL-7), and pokeweed mitogen stimulated spleen cell conditioned medium (PWM-SCM). Primary mixed myeloid colonies were replated after 8-11 days into secondary cultures containing SF and IL-7, which supported the generation of B220(+)sIgM(-) pre-B cell colonies. A number of growth factors, including IL-6, IL-11, granulocyte colony-stimulating factor (G-CSF), and IL-12 were shown to be capable of substituting for PWM-SCM to support the B lymphoid potential of primary colonies. B lymphoid potential was not supported, however, in SF + IL-3 or in SF + IL-3 plus any single growth factor (IL-1 to -12, granulocyte-macrophage colony-stimulating factor [GM-CSF], G-CSF, erythropoietin [Epo], leukemia inhibitory factor [LIF], tumor necrosis factor-alpha: [TNF-alpha], transforming growth factor-beta [TGF-beta], gamma interferon [IFN-gamma], or insulin-like growth factor-1 [IGF-1]), but was supported in SF + IL-3 + 5% PWM-SCM. Experiments were designed to identify the factor or factors in PWM-SCM that reverse the inhibitory effects of IL-3 on B lymphoid potential. By substituting various cytokine combinations for PWM-SCM, we determined that combinations of IL-4 + IL-6 or IL-4 + IL-11, but not IL-4 alone, can substitute for PWM-SCM to reverse the inhibitory effect of IL-3 on B lymphoid potential. Neutralizing antibodies to IL-4 completely eliminated the activity in PWM-SCM, but antibodies to IL-6 only partially inhibited the activity. IL-11 was not detected in PWM-SCM, and the activity co-purified with IL-4, but not with IL-6. Thus, IL-4 plus IL-6, IL-11, or one or more unidentified growth factors in PWM-SCM can reverse the inhibitory effects of IL-3 on early B lymphocyte development in culture.
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AB Carbenoxolone causes hypertension indirectly by inhibition of 11 beta-hydroxysteroid dehydrogenase and consequent elevation of intracellular glucocorticoid levels and enhancement of vasoconstrictor action. We performed the present study to determine whether carbenoxolone also enhances vascular tone directly by mechanisms independent of glucocorticoids and other systemic influences. Exposure of rat aortic rings to 10 to 100 mu mol/L carbenoxolone in aerated Krebs-Henseleit buffer for 24 hours resulted in concentration-dependent increases in angiotensin II (Ang II) (100 nmol/L)-stimulated contractions and significant shifting of the phenylephrine cumulative contraction curve to the left but not increases in KCl (120 mmol/L)-stimulated contractions. Maximal enhancement of Ang II contraction was 39%. In contrast, brief (15-minute) exposure to 100 mu mol/L carbenoxolone did not alter Ang II contractions. Mechanical denudation of the endothelium obviated enhancement of Ang II contractions by carbenoxolone, suggesting interaction of carbenoxolone with the endothelium. Endothelium-dependent relaxation of precontracted rings to acetylcholine of ATP was reduced by more than 90% by 24-hour pretreatment with 100 mu mol/L carbenoxolone but not with 100 mu mol/L deoxycorticosterone acetate (a mineralocorticoid) or 100 mu mol/L glycyrrhizic acid (a natural 11 beta-hydroxysteroid dehydrogenase inhibitor). Vascular smooth muscle relaxation with sodium nitroprusside was not inhibited by carbenoxolone. Incubation of cultured endothelial cells with 100 mu mol/L carbenoxolone for 24 hours did not inhibit nitric oxide synthase activity, as measured by conversion of [H-3]L-citrulline. Electron micrography demonstrated that endothelial cell ultrastructure but not vascular smooth muscle cell ultrastructure was abnormal after incubation of rings for 24 hours with 100 mu mol/L carbenoxolone. These studies suggest that carbenoxolone concentrations higher than 10 mu mol/L enhance vasoconstrictor action via selective toxicity to the endothelium and elimination of endothelium-dependent relaxation.
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AB We report the cloning of the gene encoding a surface-exposed leptospiral lipoprotein, designated LipL41. In a previous study, a 41-kDa protein antigen was identified on the surface of Leptospira kirschneri (D. A. Haake, E. M. Walker, D. R. Blanco, C. A. Bolin, J. N. Miller, and M. A. Lovett, Infect. Immun. 59:1131-1140, 1991), We obtained the N-terminal amino acid sequence of a staphylococcal V8 proteolytic-digest fragment in order to design an oligonucleotide probe. A Lambda ZAP II library containing EcoRI fragments of L. kirschneri DNA was Screened, and a 2.3-kb DNA fragment which contained the entire structural lipL41 gene was identified. The deduced amino acid sequence of LipL41 would encode a 355-amino-acid polypeptide with a 19-amino-acid signal peptide, followed by an L-X-Y-C lipoprotein signal peptidase cleavage site, A recombinant His(6)-LipL41 fusion protein was expressed in Escherichia coli in order to generate specific rabbit antiserum. LipL41 is solubilized by Triton X-114 extraction of L. kirschneri; phase separation results in partitioning of LipL41 exclusively into the detergent phase. At least eight proteins, including LipL41 and the other major Triton X-114 detergent phase proteins, are intrinsically labeled during incubation of L. kirschneri in media containing [H-3] palmitate, Processing of LipL41 is inhibited by globomycin, a selective inhibitor of lipoprotein signal peptidase. Triton X-100 extracts of L. kirschneri contain immunoprecipitable OmpL1 (porin), LipL41, and another lipoprotein, LipL36, However, in contrast to LipL36, only LipL41 and OmpL1 were exposed on the surface of intact organisms. Immunoblot analysis of a panel of Leptospira species reveals that LipL41 expression is highly conserved among leptospiral pathogens.
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AB The clinical microbiology laboratory faces enormous challenges in diagnosing infections that cause morbidity and mortality in cancer patients. Such laboratories face several issues that surpass those faced by laboratories that perform more routine work. Issues such as sources of clinical specimens, I-reed for correlation and interaction between laboratory and clinical services, blood cultures, susceptibility testing, and the role of new molecular diagnostic techniques are considered in this article.
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AB The purpose of this study was to compare patients' and physicians' evaluations of the results of 147 total hip arthroplasties, The patients and physicians independently evaluated pain and over-all satisfaction,vith the outcome of the procedure using a 10.0-centimeter visual-analog scale, They also answered a questionnaire with which they assessed general health, functional ability, and pain,
   The mean (and standard deviation) analog rating for pain (with 0.0 centimeters indicating no pain and 10.0 centimeters, severe pain) was 1.7 +/- 2.6 centimeters as assessed by the patients and 1.1 +/- 1.8 centimeters as assessed by the physicians (p < 0.001, paired t test), The mean analog rating for over-all satisfaction (with 0.0 centimeters indicating poor and 10.0 centimeters, excellent) was 8.6 +/- 2.1 centimeters as assessed by the patients and 8.8 +/- 1.7 centimeters as assessed by the physicians (p = 0.07, paired t test), There was a marked disparity between the patients' and the physicians' scores when the patients assigned a low score to a particular area, For the thirty patients who rated the pain as more than 4.0 centimeters, the mean analog rating was 6.8 +/- 2.1 centimeters according to the patients, while it was 3.6 +/- 2.7 centimeters according to the physicians (p < 0.001, linear regression), The mean analog rating for over-all satisfaction according to the nineteen patients who rated this parameter as less than 7.0 centimeters was 3.8 +/- 2.0 centimeters, while the mean rating according to the physicians was 6.5 +/- 2.8 centimeters (p < 0.001, linear regression), The patients' and physicians' evaluations were similar regarding the results of the total hip arthroplasty when the patients had little or no pain and were satisfied with the result. However, the disparity increased as the patients' ratings for pain increased and their ratings for over-all satisfaction decreased.
   This study highlights a discrepancy between patients' and physicians' evaluations of the results of total hip arthroplasty. This discrepancy increased when the patient was not satisfied with the outcome, The use of patients' self-administered questionnaires as well as traditional physician-generated assessments may provide a more complete evaluation of the results of total hip arthroplasty.
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AB The relationship between subjective awareness and objective neuropsychological status in HIV-1 infection remains unclear. Forty-six HIV-1 seropositive males were administered a battery of neuropsychological measures assessing episodic memory, metacognition, and depression. Results of ANOVA revealed a dissociation between subjects' self-complaint of neuropsychological impairment and objective performance, with subjects who denied cognitive impairment performing worse on memory testing. Three subgroups were identified: A group whose self-reported cognitive impairment exceeded deficits demonstrated on memory testing (37% of subjects); a group who denied impairment but evidenced deficits on memory testing (26% of subjects); and a group whose self-appraisal was consistent with performance (37% of subjects). These data suggest that self-report of cognitive dysfunction among HIV-1 infected subjects is frequently at variance with objective neuropsychological testing and that diminished awareness of decline among medically symptomatic HIV-1 infected subjects can be identified.
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AB IGF-I and -II play an important role in regulating bone formation. Bone marrow stromal cells, particularly those with osteoblast-like features, may act in concert with osteoblasts to increase IGF-I and -II levels in the bone microenvironment. Local bioavailability of IGFs, however, is modulated by IGF binding proteins (IGFBPs). We have previously demonstrated that murine TC-1 stromal cells constitutively secrete IGF-I and IGFBPs. In the present study, we determined the phenotype of these cells and used them as a model to explore the effect of IGFBPs on IGF-I-induced mitogenesis. The effect of IGF-I on IGFBPs expressed by TC-1 was also determined. When grown under conditions that promote osteogenic differentiation, TC-1 cells showed high alkaline phosphatase activity and mRNA levels, weakly expressed osteocalcin mRNA, and formed mineralized bone-like nodules. TC-1 cells expressed IGF-I and IGF-II mRNAs, while other stromal phenotypes preferentially expressed IGF-I. TGF-I stimulated TC-1 DNA synthesis in a dose-dependent manner and this effect was inhibited by recombinant IGFBP-1 and -4. Since IGF-I may regulate IGFBP production, the effect of EGF-I on IGFBPs expressed by TC-1 cells was determined. IGF-I increased the abundance of IGFBP-3, -4 and -5 in TC-1 conditioned medium; this correlated with induction of IGFBP-3 mRNA, but not with that of IGFBP-4 or -5 mRNAs. The findings demonstrate that most stromal cells express IGF-I which. may act in an autocrine and/or paracrine fashion. The local effects of IGF-I, however, may be blocked by IGFBP-1 or -4. IGF-I regulates the relative abundance of IGFBPs in stromal cells which, in turn, may influence IGF-I-mediated effects on bone remodeling.
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AB Studies suggest a high frequency of epileptic auras with intellectual content among epileptic patients with psychopathology and personality disorders. This study compared measures of personality and psychosocial functioning between epileptic patients with cognitive auras and epileptic patients with noncognitive auras. Ten patients with complex partial seizures who experienced cognitive auras had consistently more depressive traits and psychosocial difficulties than 50 patients with other psychic or nonpsychic auras, particularly if the patients with cognitive auras had left hemisphere epilepti-form foci. Cognitive auras may be associated with depressive traits among epileptic patients. The findings were also in agreement with studies that relate the left hemisphere to depression.
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AB This article presents an overview of the literature on potential etiological factors in the development of PTSD in children. An etiological model for PTSD is offered which generates hypotheses for identifying links between exposure to traumatic events and consequent symptoms, as well as testing relationships between expo sure variables and other possible mediating factors. Three possible kinds of interaction between etiologic and mediating variables, leading to different levels of symptoms, are presented. Findings from 25 recent studies examining etiologic factors are considered to form an empirical basis for current knowledge about PTSD in children. Severity of trauma exposure and parental trauma-related distress have consistently produced positive correlations with PTSD symptoms. Length of time since trauma exposure is consistently negatively correlated with PTSD severity. Findings regarding relationships between PTSD risk, age and gender are inconsistent at this time. Other gaps in our current knowledge and understanding are identified, and implications for future clinical and research efforts are discussed.
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AB Gallstone formation is associated with altered gallbladder (GB) ion transport and increased concentration of GB bile Ca2+. Recent studies show that increased cytosolic Ca2+ ([Ca2+](i)) stimulates GB Cl(-)secretion. However, the mechanism by which extracellular Ca2+ ([Ca2+](e)) enters the cytosol remains unclear. We tested the hypothesis that entry of [Ca2+](e) into cytosol occurs via apical and basolateral membrane Ca2+ channels. Prairie dog GBs were mounted in Ussing chambers, standard electrophysiologic parameters were recorded, and unidirectional Cl- fluxes (J, mu Eq . cm(-2). hr(-1)) were measured using Cl-36 at various mucosal Ca2+ in the absence or presence of mucosal lanthanum (La3+), a non-diffusible Ca2+ channel blocker. Serosal [Ca2+](e) was maintained at trace levels, In the absence of mucosal La3+, short circuit current (Isc) showed a positive correlation with mucosal [Ca2+](e) as represented by a second order polynomial equation (y = 4.1 + 2.5x - 0.73x(2), r = 0.68, P < 0.001). In contrast, unidirectional mucosa to serosa Cl- flux (J(ms)(Cl)) was inversely correlated with [Ca2+](e) (y = 47.9 - 8.7x + 0.9x(2), r = 0.51, P < .05) Addition of 1 mM mucosal La3+ blunted the effects of [Ca2+](e) on electrophysiologic parameters and J(ms)(Cl). However, basolateral repletion with 5 mM Ca2+ reverses the blocking effects of La3+ on J(ms)(Cl). These data suggest that [Ca2+](e) enters the cytosol via apical and basolateral Ca2+ channels. We conclude that GB apical Ca2+ channels may represent a pathway for biliary Ca2+ entry into the cell and therefore may represent an important regulatory pathway for GB ion transport during gallstone formation. (C) 1996 Academic Press, Inc.
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AB Flexible spending accounts (FSA) represent a current health care financing tool that may become an important component of incremental health care reform. Because FSAs require employees to make financial contributions based on anticipated health care needs, contribution decisions are likely to be subject to many of the errors made in other insurance decisions. The authors analyzed the benefits selections, benefits forms completion, and FSA contribution levels of approximately 9,500 employees of the University of Pennsylvania from 1987 to 1992. Default and repeat choice trends characterize the completion of benefits forms and the reselection of health insurance options by employees. Despite the economic benefits of contributing to an FSA, only 14% of employees contributed in any one year and 73% never made a contribution. Multivariate models of these contributions fail to demonstrate the importance of what ought to be relevant influences in contribution decisions (for example, age, income, family status, or underlying health insurance). Whereas most FSA decisions are characterized by default contributions of $0, employees who contribute in one year are most likely to contribute exactly the same amount the next year, even when other circumstances change. The pervasiveness of these patterns raises concerns that health care reform plans that rely on financial incentives at the consumer level-for example, proposed medical savings accounts-will be inefficient.
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AB beta(2)-Selective adrenergic agonists are used in the management of bronchial asthma and preterm labor. Due to their ability to increase muscle strength and size in animal models, new applications for these agents are also being explored for neuromuscular disorders and in rehabilitation. However, the effects of long-term beta(2)-agonist administration on lipoprotein and carbohydrate metabolism are incompletely understood. This investigation evaluated the effects of a beta(2)-agonist, albuterol, on serum lipids and carbohydrate homeostasis in eight healthy nonsmoking men aged 24 to 61 years. Collection of fasting blood samples was completed in duplicate on separate days at baseline, during 14 days of oral albuterol administration (Proventil Repetabs, 8 mg twice daily; Schering Pharmaceuticals, Kenilworth, NJ) and during a 7-day washout period. Carbohydrate homeostasis was evaluated using the minimal model technique at the end of the baseline and albuterol periods. Fasting glucose and insulin, intravenous glucose tolerance, acute insulin response to intravenous glucose (AIRg), insulin sensitivity (Si), and glucose effectiveness (Sg) were not significantly changed during albuterol administration. Significant alterations (P less than or equal to.02) were observed in total cholesterol ([TC] -9.1% +/- 2.5%), low-density lipoprotein cholesterol ([LDL-C] -15.0% +/- 2.9%), and high-density lipoprotein cholesterol ([HDL-C] +10.4% +/- 3.2%) concentrations, as well as the TC/HDL-C (-17.4% +/- 2.6%) and LDL-C/HDL-C (-22.9% +/- 2.4%) ratios. During washout, TC and LDL-C returned to baseline levels, whereas HDL-C remained elevated by 5.8% +/- 2.4% (P <.05). Thus, albuterol administration was associated with favorable changes in the serum lipid profile without marked impairment of glucose tolerance or its physiologic determinants. Copyright (C) 1996 by W.B. Saunders Company.
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AB A series of analyses reconstruct and confirm the validity and reliability of hypothesized scales for the Addiction Severity Index. Using a diverse sample (N = 990 ) of methadone maintenance substance abuse patients, a multistage scaling strategy was applied to identify 7 psychometrically integral addiction problem scales. Exploratory item analyses, confirmatory oblique item clustering, and 2nd-order factor analysis verified that the scales comprised relatively little common variance and that each retained a substantial amount of unique and reliable variance. Concurrent and predictive validity were supported with a sample of 244 methadone patients assessed throughout treatment. The advantages of the new scales are discussed, including provision of computer code for calculating normalized standard scores for use in clinical practice and treatment outcome research.
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AB Objective. The aging of the veteran population and proposed changes in how medical care will be (publicly) financed for the elderly, disabled, and poor prompted this study of those factors that most likely influence a veteran to have health insurance and to use a VA facility. Methods. By analyzing data from the third Survey of Veterans (SOV III) under a bivariate probit specification, the joint-choice behavior of the probability of veterans having health insurance and their using a VA facility for care was assessed. Results. A veteran's decision to use a VA facility is largely dependent upon whether the individual has some type of health insurance coverage. A simple simulation high lights the impact of veterans' disability status relative to their household income, in terms of their probabilities of having health insurance and using a VA facility. Conclusions. Dramatic changes are being proposed in how health care is provided to vulnerable populations. Such changes could increase the demand for VA care, given that veterans with low incomes and disabilities have a greater propensity to use VA. The findings from this study could provide a baseline on the potential increased usage of VA.
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AB Oxygen environments were used to study the regenerative effects of hyperbaric oxygen on crushed sciatic nerves in 30 adult male rabbits. Six different oxygen environments were used, and treatments were initiated 4 days post injury. Transmission electron microscopy and light microscopy were used to evaluate the regenerative morphology of crushed nerves. The morphology of crushed nerves after 7 wk of treatment with compressed oxygen at 202, 242, and 303 kPa resembled normal uncrushed nerves, with nerve fibers uniformly distributed throughout the section. The treatment groups receiving 202 kPa compressed air, 100% normobaric oxygen, or ambient air did not display morphologies similar to normal uncrushed nerve. The nerves in these animals were edematous and contained disarrayed nerve fibers. Myelination in the animals receiving 100% O-2 at high pressures resembled undamaged nerves. Collagen and blood vessels were more evident in the lower pressure/oxygen tension treatments than in the animals receiving 100% O-2 at higher pressures. The neurofilamentous material inside the crushed control axons was dense, whereas in the axons of animals treated with compressed O-2 it was loosely packed. These differences in morphology suggest that treatments consisting of 100% O-2, under pressure can accelerate a peripheral nerve's recovery from a crush injury.
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TI Aerosolized surfactant in adults with sepsis-induced acute respiratory
   distress syndrome
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AB Background. Patients with acute respiratory distress syndrome (ARDS) have a deficiency of surfactant, Surfactant replacement improves physiologic function in such patients, and preliminary data suggest that it may improve survival.
   Methods. We conducted a prospective, multicenter, double-blind, randomized, placebo-controlled trial involving 725 patients with sepsis-induced ARDS. Patients were stratified according to the risk of death at base line (indicated by their score on the Acute Physiologic and Chronic Health Evaluation [APACHE III] index) and randomly assigned to receive either continuously administered synthetic surfactant (13.5 mg of dipalmitoylphosphatidylcholine per milliliter; 364 patients) or placebo (0.45 percent saline; 361 patients) in aerosolized form for up to five days.
   Results. The demographic and physiologic characteristics of the two treatment groups were similar at base line, The mean (+/-SD) age was 50+/-17 years in the surfactant group and 53+/-18 years in the placebo group, and the mean APACHE III scores at randomization were 70.4+/-25 and 70.5+/-25, respectively, Hemodynamic measures, measures of oxygenation, duration of mechanical ventilation, and length of stay in the intensive care unit did not differ significantly in the two groups. Survival at 30 days was 60 percent for both groups, Survival was similar in the groups when analyzed according to APACHE III score, cause of death, time of onset and severity of ARDS, presence or absence of documented sepsis, underlying disease, whether or not there was a do-not-resuscitate order, and medical center. Increased secretions were significantly more frequent in the surfactant group; the rates of other complications were similar in the two groups.
   Conclusions. The continuous administration of aerosolized synthetic surfactant to patients with sepsis-induced ARDS had no significant effect on 30-day survival, length of stay in the intensive care unit, duration of mechanical ventilation, or physiologic function. (C) 1996, Massachusetts Medical Society.
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AB Background. Euthanasia and assisted suicide have received considerable attention recently in medical literature, public discussion, and proposed state legislation. Almost all the discussion in this area has focused on the role of physicians. However, nurses - especially critical care nurses - may be in a special position to understand the wishes of patients and to act on this understanding.
   Methods. I mailed a survey to 1600 critical care nurses in the United States, asking them to describe anonymously any requests from patients, family members or others acting for patients (surrogates), or physicians to perform euthanasia or assisted suicide, as well as their own practices.
   Results. Of the 1139 nurses who responded (71 percent), 852 said they practiced exclusively in intensive care units for adults in the United States. Of these 852 nurses, 141 (17 percent) reported that they had received requests from patients or family members to perform euthanasia or assist in suicide; 129 (16 percent of those for whom data were available) reported that they had engaged in such practices; and an additional 35 (4 percent) reported that they had hastened a patient's death by only pretending to provide life-sustaining treatment ordered by a physician. Some nurses reported engaging in these practices without the request or advance knowledge of physicians or others. The method of euthanasia most commonly described was the administration of a high dose of an opiate to a terminally ill patient.
   Conclusions. As public debate continues about euthanasia and assisted suicide, some critical care nurses in the United States are engaging in such practices. (C) 1995, Massachusetts Medical Society.
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TI CD34(+) human marrow cells that express low levels of Kit protein are
   enriched for long-term marrow-engrafting cells
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AB Using in utero transplantation into fetal sheep, we examined the capability of human bone marrow CD34(+) cells fractionated based on Kit protein expression to provide long-term in vivo engraftment. Twelve hundred to 5,000 CD34(+) Kit(-), CD34(+) Kit(low), and CD34(+) Kit(high) cells were injected into a total of 14 preimmune fetal sheep recipients using the amniotic bubble technique. Six fetuses were killed in utero 1.5 months after bone marrow cell transplantation. Two fetuses receiving CD34(+) Kit(low) cells showed signs of engraftment according to analysis of CD45(+) cells in their bone marrow cells and karyotype studies of the colonies grown in methylcellulose culture. In contrast, two fetuses receiving CD34(+) Kit(high) cells and two fetuses receiving CD34(+) Kit(-) cells failed to wshow evidence of significant engraftment. Two fetuses were absorbed. A total of six fetuses receiving different cell populations were allowed to proceed to term, and the newborn sheep were serially examined for the presence of chimerism. Again, only the two sheep receiving CD34(+) Kit(low) cells exhibited signs of engraftment upon serial examination, Earlier, in studies of murine hematopoiesis, we have shown stage-specific changes in Kit expression by the progenitors. The studies of human cells reported here are in agreement with observations in mice, and indicate that human hematopoietic stem cells are enriched in the Kit(low) population. (C) 1996 by The American Society of Hematology.
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AB The members of the trk family of tyrosine receptor kinases, trk(A), trk(B), and trk(C), are the functional receptors for neurotrophins, a family of related neurotrophic factors. In this study, we investigated 1) the distribution of neurotrophin receptors in the developing and adult rat digestive tract with a pan-trk antibody that recognizes all known trks and 2) the cellular localization of trk-encoding mRNAs in the adult gut with single-stranded RNA probes specific for trh(A), trk(B), and trk(C). In the developing myenteric plexus, trk. immunoreactivity was present at embryonic day (ED) 14. Cells and fibers immunoreactive for trk could be visualized in the myenteric plexus at ED 16. At this age, dense staining was found in thick bundles of fibers in proximity to the myenteric plexus in the longitudinal muscle and in association with blood vessels in the mesentery. At ED 18, trk immunoreactivity was also seen in thin processes running from the myenteric plexus into the circular muscle, and in fibers and cells in intrapancreatic ganglia. By ED 20, immunoreactive staining was quite dense in both the myenteric and submucosal plexuses. At birth, virtually all enteric ganglia displayed strong trk immunoreactivity; the intensity of the staining at this age made it difficult to discern individual cells. During postnatal development, there was a decrease in cell body staining and an increase in the density of trk-containing fibers that became widely distributed to the gut wall and pancreas. The adult pattern of trk immunoreactivity was established between postnatal days 5 and 10. In adults, trk immunoreactivity was found in numerous enteric and intrapancreatic ganglion cells and in dense networks of fibers innervating all the layers of the gut, the pancreas, and vasculature. The trk(C) mRNA was expressed in adult enteric ganglion cells of both the myenteric and submucous plexus. By contrast, the trk(A) and trk(B) mRNAs could not be detected in enteric ganglia. Al three trk mRNAs were expressed in dorsal root ganglia, which were used as positive controls. The density and wide distribution of trk immunoreactivity together with its persistence in adulthood support the concept that neurotrophins play a broad role in the digestive system from development through adult Life, perhaps being involved in differentiation, phenotypic expression, and tissue maintenance. The presence of trk(C) mRNA in enteric neurons along with recent evidence that neurotrophin-3 plays a role in the development of the enteric nervous system suggest that trk(C) and neurotrophin-3 are a major neurotrophin system in the gastrointestinal tract. (C) 1996 Wiley-Liss, Inc.
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AB Background. One of the promises of cost-effectiveness analysis is that it can demonstrate how to maximize health benefits attainable within a specific limited budget. Many people argue, however, that when there are budget limitations, the use of cost-effectiveness analysis leads to health care policies that are inequitable.
   Methods. We asked prospective jurors, medical ethicists, and experts in medical decision making to choose between two screening tests for a population at low risk for colon cancer. One test was more cost effective than the other but because of budget constraints was too expensive to be given to everyone in the population. With the use of the more effective test for only half the population, 1100 lives could be saved at the same cost as that of saving 1000 lives with the use of the less effective test for the entire population.
   Results. Fifty-six percent of the prospective jurors, 53 percent of the medical ethicists, and 41 percent of the experts in medical decision making recommended offering the less effective screening test to everyone, even though 100 more lives would have been saved by offering the more expensive test to only a portion of the population, Most of the study participants justified this recommendation on the basis of equity, A smaller number stated either that it was not politically feasible to offer a test to only half the population or that the additional benefit of the more expensive test (100 more lives saved) was too small to justify offering it to only a portion of the public.
   Conclusions. People place greater importance on equity than is reflected by cost-effectiveness analysis, Even many experts in medical decision making - those often responsible for conducting cost-effectiveness analyses - expressed discomfort with some of its implications, Basing health care priorities on cost effectiveness may not be possible without incorporating explicit considerations of equity into cost-effectiveness analyses or the process used to develop health care policies on the basis of such analyses. (C) 1996, Massachusetts Medical Society.
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AB Seventeen methadone-maintained cigarette smokers received 4 weeks of contingency management (CM) as a stop-smoking intervention. Results indicated that CM patients significantly reduced breath CO levels from baseline to completion of treatment and that 23.4% of patients maintained 1 week or more of continued smoking abstinence. Results indicated a link between smoking abstinence and reduced cocaine use, although not reduced opiate use, which raised questions about possible shared biological and psychological mechanisms for tobacco and cocaine use.
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AB An ambulatory care certificate program tailored to meet the educational needs of Department of Veterans Affairs (VA) and Navy pharmacists is described.
   In 1992, the College of Pharmacy, University of Illinois at Chicago, worked with the VA and the Navy to design an ambulatory care certificate program for pharmacists in VA and Navy hospitals. The pilot course consisted of 103 hours of didactic and experiential education. The 10 didactic modules covered both disease manage ment and clinical skills. The experiential component incorporated pharmaceutical care steps as applied to therapeutic areas taught in the course. Although the pilot course met most of the original objectives, several unanticipated problems emerged, including distance learning issues, the number of hours for completing the course requirements, learner variance, the impact of institutional support on participants' academic success, participants' difficulty in assimilating education into practice, and difficulty with the clinical evaluation tool developed for the course. The course was modified over the next year to address these problems. Now in its fourth year, the course is offered nationally to the VA and the Department of Defense. In the first three years, 72 of 99 enrolled pharmacists completed the course.
   An ambulatory care certificate program helps Navy and TIA pharmacists develop patient care skills.
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AB Weakening of the trunk muscles is thought to be one disadvantage of prolonged lumbar orthotic use. This study examines weakness of the trunk flexor and extensor muscles in patients who are wearing lumbar orthotics for extended periods. Strength of the trunk flexor and trunk extensor muscles was tested in 24 individuals, using the Kinetic computer. Both concentric and eccentric forces were recorded. Pour groups of patients were studied. Group 1 (n = 6) consisted of patients with low back pain who had used a lumbar orthotic for a prolonged period of time. Group 2 (n = 6) consisted of hospital employees with no history of low back pain, who wore lumbar orthotics prophylactically, for back protection. Group 1C (n = 6) consisted of healthy controls, with no history of either back pain or lumbar orthotic use, who were individually age- and gender-matched to each patient in Group 1. Group 2C (n = 6) consisted of healthy controls matched in the same fashion to each patient in Group 2. After consultation with a statistician, statistical analysis was performed using the Wilcoxon's test. Nonparametric statistics were chosen because of the lack of evidence of a normal distribution of the parameters being studied. This analysis revealed significant weakness in concentric flexion (P = 0.0464), concentric extension (P = 0.0277), and eccentric extension (P = 0.0464) in Group 1 compared with matched controls in Group 1C. The only significant weakness compared with controls in Group 2 was in eccentric flexion (P = 0.0277). Trends were toward weakness in the orthotic users for the other motions studied, with a P value of less than 0.1 for eccentric extension. Prolonged use of lumbar orthotics may be associated with trunk muscle weakness in the population studied. Prescribers should continue to limit duration of use when possible and to consider strengthening exercises when prolonged use is anticipated.
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AB The gastric enterochromaffin-like (ECL) cell secretes histamine in response to secretagogues (gastrin, acetylcholine) by calcium signaling-dependent exocytosis of intracellular vacuoles containing the hormone. ECL cells were isolated from rat fundic gastric mucosa by elutriation and density-gradient centrifugation. Currents across the plasma membrane were measured using whole cell patch-clamp methods. These cells had a low conductance of 0.5 nS and resting potential of -50 mV. Depolarization activated a K+ current that was blocked by Ba2+. Steady-state current in absence of K+ was due to Cl- because of the magnitude of the reversal potential and the effects of Cl- removal. Stimulation of secretion by gastrin, cholecystokinin octapeptide (CCK-8), and the phorbol ester 12-O-tetradecanoylphorbol 13-acetate activated the Cl- conductance with a time course similar to that of histamine release. Therefore the ECL cell maintains a high resting potential, largely due to K+ currents, and stimulation of secretion activates a Cl- current, perhaps deriving from the membrane of the secretory granule that fuses with the plasma membrane. The depolarization that ensues may activate the K+ current to maintain the membrane potential during exocytosis.
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AB Objectives, This paper explores several critical assumptions and methodological issues arising in cost-effectiveness analyses of genetic screening strategies in the reproductive setting.
   Methods. Seven issues that arose in the development of a decision analysis of alternative strategies for cystic fibrosis carrier screening are discussed. Each of these issues required a choice in technique.
   Results, The presentations of these analyses frequently mask underlying assumptions and methodological choices. Often there is no best choice. In the case of genetic screening in the reproductive setting, these underlying issues often touch on deeply felt human values.
   Conclusions. Space limitations for published papers often preclude explaining such choices in detail; yet these decisions determine the way the results should be interpreted. Those who develop these analyses need to make sure that the implications of important assumptions are understood by the clinicians who will use them. At the same time, clinicians need to enhance their understanding of what these models truly mean and how they address underlying clinical, ethical, and economic issues.
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AB Purpose: To do a meta-analysis of studies that have evaluated the sensitivity and specificity of polymerase chain reaction (PCR) assay for the diagnosis of human immunodeficiency virus (HIV) infection in adults. Evaluating the performance of PCR is difficult because in certain clinical situations, the sensitivity or specificity of PCR may exceed those of the current reference standard tests (enzyme immunoassay followed by confirmatory Western blot analysis). Therefore, an additional goal was to develop recommendations for 1) the design of future evaluative studies of PCR and 2) the use of PCR in persons with suspected HIV infection.
   Data Sources: Studies published between 1988 and 1994 that were identified in a search of 17 computer databases, including MEDLINE, and abstracts identified from conference proceedings.
   Study Selection: Studies were included if DNA amplification by PCR was done on peripheral blood mononuclear cells from adults. Ninety-six studies met the inclusion criteria.
   Data Extraction: Data were extracted independently by two reviewers. Study design was assessed independently by two investigators blinded to study results.
   Results: Reported sensitivities for PCR range from 10% to 100%, and specificities range from 40% to 100%. A summary receiver-operating characteristic curve based on all 96 studies has a maximum joint sensitivity and specificity (upper left point on the curve, where sensitivity equals specificity) of 97.0% to 98.1%. If the threshold value that defines a positive PCR result is chosen so that sensitivity is higher than 98.1%, specificity will decrease to less than 98.1%. Conversely, if the threshold value that defines a positive PCR result is chosen so that specificity is greater than 98.1%, sensitivity will decrease to less than 98.1%. If sensitivity and specificity are chosen to be equal, the corresponding false-positive rate is 1.9% to 3.0%. At the maximum joint sensitivity and specificity, the positive predictive value of PCR ranges from 34% to 85% as the prevalence of HIV increases from 1.0% to 10%. We identified seven areas in which study design could be modified to 1) reduce susceptibility to bias in estimates of the sensitivity and specificity of PCR and 2) to increase the generalizability of the study results. These modifications will also help to overcome methodologic problems created by the lack of a reference standard test.
   Conclusions: The PCR assay is not sufficiently accurate to be used for the diagnosis of HIV infection without confirmation. Use of PCR for the diagnosis of HIV in adults should be limited to situations in which antibody tests are known to be insufficient. Future studies of PCR performance should be sufficiently large and should use adequate reference standard tests and standardized methods for the performance of PCR. Specimens should be evaluated by persons blinded to clinical status and to the results of other diagnostic tests for HIV infection.
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AB Four strains of Candida albicans, isolated from two patients with AIDS who had undergone prolonged fluconazole therapy for oral candidiasis, were studied in a model of disseminated murine candidiasis. Pre- and posttreatment isolates from each patient were genetically related, and the fluconazole MICs for the strains had increased significantly, from 0.25 to 32 mu g/ml for the strains isolated from patient 1 and from 1.0 to 16 mu g/ml for the strains isolated from patient 2. Mice were infected intravenously and were treated orally with fluconazole. For survival studies, mice were treated from day 1 to day 10 postinfection and were observed through day 30. The fluconazole dosages were as follows: 0.25, 0.5, 1.0, and 5.0 mg/kg of body weight twice a day. For tissue burden studies, two groups of mice (each group received fluconazole at 0.25 or 5.0 mg/kg) were treated from day 1 to day 7 and were sacrificed 1 day later for quantitative tissue cultures of the spleen and both kidneys. For pretreatment isolates from both patients, all fluconazole dosing regimens were effective at prolonging survival compared with the survival of the control groups. For posttreatment isolates, only fluconazole at 5.0 mg/kg was effective at prolonging survival. Both fluconazole dosing regimens used in the tissue burden studies significantly reduced the counts of the pretreatment isolate from patient 1 in the spleen and kidney, while fluconazole at 5.0 mg/kg was effective at reducing the counts of the posttreatment isolate, For both isolates from patient 2, only fluconazole at 5.0 mg/kg was effective at reducing the counts in the spleen and kidney. The study indicates that C. albicans mutation to resistance to fluconazole may play a critical role in fluconazole-refractory oral candidiasis in AIDS patients.
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AB Background: Buprenorphine is a partial agonist at the mu-opioid receptor that has been proposed as an alternative to traditional full agonist maintenance therapy for the treatment of opioid addiction. We report on a clinical trial in which the relative safety and efficacy of long-term fixed-dose buprenorphine maintenance was examined in comparison to low- and high-dose methadone maintenance.
   Methods: Two hundred twenty-five treatment-seeking opioid addicts (46 women, 179 men) were randomly assigned to receive, in a double-blind manner, either 8 mg/d of buprenorphine, 30 mg/d of methadone, or 80 mg/d of methadone maintenance over a 1-year period. Objective and subjective measures of efficacy (urine toxicology, retention, craving, and withdrawal symptoms) were examined at the study midpoint and at termination, and safety data were tabulated over the entire 52-week study period.
   Results: Patients assigned to high-dose methadone maintenance performed significantly better on measures of retention, opioid use, and opioid craving than either the low-dose methadone or the buprenorphine group at both 26-week and 52-week time points. Performance on these measures was virtually identical between the latter two groups. No serious adverse health effects attributable to buprenorphine were noted.
   Conclusions: Buprenorphine maintenance at 8 mg/d appears to be less than optimally efficacious under the conditions of the present study. Continued research is needed to reconcile these findings with the more positive results reported by other investigative groups. There are no apparent health risks associated with long-term buprenorphine maintenance at this dosage.
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AB 1 The Y receptor subtype involved in the antagonism by neuropeptide Y (NPY) of intracisternal corticotropin-releasing factor (CRF)-induced inhibition of gastric acid secretion was studied in urethane-anaesthetized rats by use of peptides with various selectivity for Y-1, Y-2 and Y-3 subtypes: NPY, a Y-1, Y-2 and Y-3 agonist, peptide YY (PYY), a Y-1 and Y-2 agonist, [Leu(31), Pro(34)]-NPY, a Y-1 and Y-3 agonist, NPY(3-36) and PYY(3-36), highly selective Y-2 agonists and NPY(13-36) a weak Y-2 and Y-3 agonist. Peptides were injected intracisternally 10 min before intracisternal injection of CRF (10 mu g) and gastric acid secretion was measured by the flushed technique for 1 h before and 2 h after pentagastrin-(10 mu g kg(-1) h(-1), i.v.) infusion which started 10 min after CRF injection.
   2 Intracisternal injection of CRF (10 mu g) inhibited by 56% gastric acid secretion stimulated by pentagastrin. Intracisternal injection of NPY and PYY (0.1-0.5 mu g) did not influence the acid response to pentagastrin but blocked CRF-induced inhibition of pentagastrin-stimulated acid secretion. NPY(3-36) (0.5 mu g) and PYY(3-36) (0.25 and 0.5 mu g) also completely blocked the inhibitory action of CRF on pentagastrin-stimulated acid secretion.
   3 [Leu(31), Pro(34)]-NPY (0.5-5 mu g) and NPY(13-36) (0.5-5 mu g) injected intracisternally did not modify gastric acid secretion induced by pentagastrin or CRF inhibitory action.
   4 The sigma antagonist, BMY 14802 (1 mg kg(-1) s.c.) did not influence the acid response to pentagastrin but prevented the antagonism by PW(3-36) (0.5 mu g) of the CRF antisecretory effect.
   5 These results show that both PYY and NPY and the 3-36 forms of PYY and NPY are equipotent in blocking central CRF-induced inhibition of pentagastrin-stimulated gastric acid secretion. The structure activity profile suggests a mediation through Y-2 receptor subtype and the involvement of sigma binding sites.
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AB The Polyp Prevention Trial (PPT) is a multicenter randomized controlled trial examining the effect of a low-fat (20% of total energy intake), high-fiber (18 g/1000 kcal), high-vegetable and -fruit (5-8 daily servings) dietary pattern on the recurrence of adenomatous polyps of the large bowel, precursors of most colorectal malignancies. Eligibility criteria include one or more adenomas removed within 6 months of randomization; complete nonsurgical polyp removal and complete colonic examination to the cecum at the qualifying colonoscopy; age 35 years or more; no history of colorectal cancer, inflammatory bowel disease, or large bowel resection; and satisfactory completion of a food frequency questionnaire and 4-day food record. Of approximately 38,277 potential participants with one or more polyps recently resected, investigators at eight clinical centers randomized 2,079 (5.4%; 1,037 in the intervention and 1,042 in the control arm) between June 1991 and January 1994, making the PPT the largest adenoma recurrence trial ever conducted. Of PPT participants, 35% are women and 10% are minorities. At study entry, participants averaged 61.4 Sears of age; 14% of them smoked, and 22% used aspirin. At the baseline colonoscopy, 35% of participants had two or more adenomas, and 29% had at least one large (greater than or equal to 1 cm) adenoma. Demographic, behavioral, dietary, and clinical characteristics are comparable across the two study arms. Participants have repeat colonoscopies after 1 (T-1) and 4 (T-4) years of follow-up. The primary end point is adenoma recurrence; secondary end points include number, size, location, and histology of adenomas. All resected lesions are reviewed centrally by gastrointestinal pathologists. The trial provides 90% power to detect a reduction of 24% in the annual adenoma recurrence rate. The primary analytic period, on which sample size calculations were based, is 3 years (T-1 to T-4), which permits a 1-year lag time for the intervention to work and allows a more definitive clearing of lesions at T-1, given that at least 10-15% of polyps may be missed at baseline, The final (T-4) colonoscopies are expected to be completed in early 1998.
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AB The Polyp Prevention Trial (PPT) is a multicenter randomized controlled trial to evaluate whether a low-fat, high-dietary fiber, high-fruit and -vegetable eating pattern will reduce the recurrence of adenomatous polyps of the large bowel. Men and women who had one or more adenomas removed recently were randomized into either the intervention (it = 1037) or control (it = 1042) arms, Food frequency questionnaire data indicate that PPT participants at the beginning of the trial consumed 36.8% of total energy from fat, 9.7 g of dietary fiber/1000 kcal, and 3.8 daily servings of fruits and vegetables, Baseline dietary characteristics, including intake of fat, fiber, and fruits and vegetables, as well as other macro- and micronutrients, were similar in the two study groups, The intervention participants receive extensive dietary and behavioral counseling to achieve the PPT dietary goals of 20% of total energy from fat, 18 g/1000 kcal of dietary fiber, and 5-8 daily servings (depending on total caloric intake) of fruits and vegetables, Control participants do not receive such counseling and are expected to continue their usual intake, Dietary intake in both groups is monitored annually using a 4-day food record (also completed at 6 months by intervention participants only) and a food frequency questionnaire, with a 10% random sample of participants completing an annual unscheduled 24-h telephone recall, Blood specimens are drawn and analyzed annually for lipids and carotenoids, This article provides details on the rationale and design of the PPT dietary intervention program and describes the participant baseline dietary intake data characteristics.
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AB Constitutive, unregulated autocrine growth is thought to be an important mechanism whereby cancer cells gain a proliferative advantage over nonmalignant cells. The question addressed here was whether the autocrine growth system for gastrin-releasing peptide (GRP) in human small cell lung carcinoma cells is, in fact, always expressed in a constitutive, unregulated fashion. Lag, rapid, and plateau growth states were defined for small cell lung carcinoma NCI-H345 cells based on periods during which they expressed different growth rates after plating as single cell suspensions. Immunoreactive GRP in the conditioned medium and in NCI-H345 cells harvested during each of these growth states, as well as cell DNA content, GRP mRNA expression, specific I-125-GRP uptake, specific I-125-GRP binding to solubilized membranes, and GRP and neuromedin B receptor mRNA expression by reverse transcription-PCR were analyzed. Maximal levels of GRP expression were observed during the lag growth state, with the highest concentration of immunoreactive GRP in the conditioned medium during the rapid growth state. Specific I-125-GRP uptake and binding were also highest during the lag growth state; however, GRP receptor mRNA did not significantly change. In contrast to prevailing concepts, these studies support the conclusion that the expression of the GRP autocrine growth system in NCI-H345 cells is indeed regulated. Furthermore, the components are maximally expressed before rapid growth begins, suggesting that other mechanisms are activated to support the actual proliferation.
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AB This study introduced an improved model of loaded adult cardiocytes to address a proposed requirement for angiotensin II (Ang II) in the transduction pathway between load on the cardiac myocyte and its early anabolic responses of gene expression and acceleration of protein synthesis. The isolated cardiocytes were subjected to passive load by step increments of stretch and responded with proportional acceleration of protein synthesis in both adult and neonatal cardiocytes; this response was unaltered by 1 mu mol/L [Sar(1),Ile(8)]Ang II, an antagonist peptide to Ang II. Ang II from 1 nmol/L to 10 mu mol/L did not increase protein synthesis after 4 hours in adult cardiocytes nor at 100 nmol/L in neonatal cardiocytes. However, 100 nmol/L Ang II did increase [H-3]phenylalanine incorporation into neonatal cardiocyte protein by 10%, whereas passive load increased [H-3]phenylalanine incorporation into protein by 30%, which was not blocked by [Sar(1),Ile(8)]Ang II. Thus, the anabolic effect of load does not require Ang II to increase either 4-hour protein synthesis in both adult and neonatal cardiocytes or 24-hour [H-3]phenylalanine incorporation into neonatal cardiocytes. The genetic response of the cardiocyte to load was examined by assessing c-fos and Na+-Ca2+ exchanger mRNA levels, because these are rapidly expressed at the onset of cardiac pressure overload. The c-fos mRNA was increased fourfold within 1 hour after 100 nmol/L Ang II treatment of either adult or neonatal cardiocytes. This c-fos induction was blocked by [Sar(1),Ile(8)]Ang II. One hour after loading of adult cardiocytes, induction of c-fos expression was increased threefold; this was also blocked by [Sar(1),Ile(8)]Ang II. Thus, load-induced c-fos expression was Ang II dependent in adult cardiocytes. In contrast, exchanger mRNA levels were increased threefold 1 hour after loading of adult cardiocytes, but this increased expression was not blocked by [Sar(1),Ile(8)]Ang II. For additional comparison, c-fos expression was induced by Ang II and phorbol myristate acetate, which did not induce exchanger expression; conversely, exchanger expression was induced by veratridine, which did not increase c-fos expression. Thus, separate c-fos and exchanger expression pathways can be differentiated in adult cardiocytes. This study demonstrated that Ang II is not required for load to initiate the anabolic processes of accelerated protein synthesis or enhanced Na+-Ca2+ exchanger gene expression in cardiocytes; however, load induced c-fos expression is Ang II dependent.
C1 MED UNIV S CAROLINA,GAZES CARDIAC RES INST,DIV CARDIOL,DEPT MED,CHARLESTON,SC 29425.
   MED UNIV S CAROLINA,DEPT PHARM & ANAT,CHARLESTON,SC 29425.
   MED UNIV S CAROLINA,DEPT CELL BIOL,CHARLESTON,SC 29425.
   RALPH H JOHNSON DEPT VET AFFAIRS MED CTR,CHARLESTON,SC.
NR 51
TC 60
Z9 63
U1 0
U2 0
PU AMER HEART ASSOC
PI DALLAS
PA 7272 GREENVILLE AVENUE, DALLAS, TX 75231-4596
SN 0009-7330
J9 CIRC RES
JI Circ.Res.
PD MAY
PY 1996
VL 78
IS 5
BP 829
EP 838
PG 10
WC Cardiac & Cardiovascular Systems; Hematology; Peripheral Vascular
   Disease
SC Cardiovascular System & Cardiology; Hematology
GA UH453
UT WOS:A1996UH45300011
PM 8620603
ER

PT J
AU Zhang, M
   Singh, RK
   Wang, MH
   Wells, A
   Siegal, GP
AF Zhang, M
   Singh, RK
   Wang, MH
   Wells, A
   Siegal, GP
TI Epidermal growth factor modulates cell attachment to hyaluronic acid by
   the cell surface glycoprotein CD44
SO CLINICAL & EXPERIMENTAL METASTASIS
LA English
DT Article
DE adhesion; CD44; EGF; EGF receptor; extracellular matrix; hyaluronic acid
ID LYMPHOCYTE HOMING RECEPTOR; 3T3 CELLS; MONOCLONAL-ANTIBODIES; TUMOR
   INVASION; EGF; EXPRESSION; CANCER; VARIANTS; ANTIGEN; MATRIX
AB Cell adhesion to and migration through extracellular matrices (ECM) are critical events in tumor invasion and metastasis, Previous work by us had demonstrated that signaling of epidermal growth factor receptor (EGFR) confers an oncogenic phenotype on NR6 cells and that these cells when transfected with hole EGFR demonstrate greater motility and invasiveness than cells carrying a carboxy-terminal truncated EGFR, Recently, a cell surface glycoprotein, CD44, has been implicated in cell-ECM adhesion involved in tumor cell migration, signal transduction, and metastasis, We investigated whether EGF regulates cellular interactions with ECM components, and in particular, hyaluronate, by modulating CD44 expression, In vitro cell attachment assays on hyaluronate-coated plates demonstrated similar basal level of binding (similar to 33%) for murine NR6 parental cells devoid of endogenous EGFR (P) or expressing wild-type EGFR (WT), while a time-dependent increase in binding was observed in WT cells stimulated with EGF, Additionally, utilizing monoclonal antibody blocking assays, CD44, but not EGFR, was shown to be directly involved in this' attachment, Both WT and P cells possessed equivalent 95 kDa bands on immunoblots, corresponding to CD44, The existence of CD44 mRNA was verified by RT-PCR using synthetic oligonucleotides in which a 1.1 kb cDNA was detected in both cell lines and confirmed by DNA sequencing, After 24-h exposure to exogenous EGF, an increase in CD44 protein and mRNA expression was found in WT cells, but not in P cells, supporting the contention that a functional EGFR signaling pathway is required for CD44 regulation, Thus, EGF stimulates cell binding to hyaluronate in vitro by regulating CD44 expression.
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AB It may be helpful for clinicians to consider the management of schizophrenia as occurring in three different phases: an acute phase which lasts about 4-8 weeks, a resolving phase which lasts about 4-6 months and a stable phase which lasts as long as the patient remains in remission. During the acute phase, patients demonstrate active symptoms of schizophrenia. The goal of treatment during this phase is to reduce the most severe symptoms of the illness, particularly positive symptoms. Nearly all acute episodes should be treated with an antipsychotic medication. Moreover, drug treatment should occur as early in this phase as possible. Certain treatment principles should guide management: an antipsychotic drug and dose should be used that appropriately balances side effects and efficacy. Trial of the selected drug(s) should last at least 4-6 weeks before the medication is changed. Newer antipsychotics have clear advantages over older drugs in terms of side effects and efficacy. Greater use of these agents may improve the outcome in acute schizophrenia.
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AB Interventions which reduce symptoms, vulnerability and stress on the one hand and improve psychosocial competence and quality of life on the other are essential components of a comprehensive treatment program in schizophrenia. Drug treatment of acute exacerbations which is adequate with respect to drug type, dose and treatment duration and takes risk/benefit measures into account is at the heart of these interventions and should be applied as early as possible. Subsequent neuroleptic treatment to prevent a relapse should be administered in accordance with established treatment guidelines. Drug treatment must be combined with psychosocial interventions, which should be properly adapted to the particular phase and stage of the illness. Implementation and coordination of various interventions require cooperation between therapists, institutions, the patient and the patient's family.
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AB The arterial pressure elevations that accompany sleep apneas may be caused by chemoreflex stimulation, negative intrathoracic pressure, and/or arousal. To assess the neurocirculatory effects of arousal alone, we applied graded auditory stimuli during non-rapid-eye-movement (NREM) sleep in eight healthy humans. We measured muscle sympathetic nerve activity (intraneural microelectrodes), electroencephalogram (EEG; C-4/A(1) and O-1/A(2)), arterial pressure (photoelectric plethysmography), heart rate (electrocardiogram), and stroke volume (impedance cardiography). Auditory stimuli caused abrupt increases in systolic and diastolic pressures (21 +/- 2 and 15 +/- 1 mmHg) and heart rate (11 +/- 2 beats/min). Cardiac output decreased (-10%). Stimuli that produced EEG evidence of arousal evoked one to two large bursts of sympathetic activity (316 +/- 46% of baseline amplitude). Stimuli that did not alter EEG frequency produced smaller but consistent presser responses even though no sympathetic activation was observed. We conclude that arousal from NREM sleep evokes a presser response caused by increased peripheral vascular resistance. Increased sympathetic outflow to skeletal muscle may contribute to, but is not required for, this vasoconstriction. The neurocirculatory effects of arousal may augment those caused by asphyxia during episodes of sleep-disordered breathing.
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AB Osteoblasts arise from partially differentiated osteogenic progenitor cells (OPCs) which in turn arise from undifferentiated marrow stromal mesenchymal stem cells (MSCs), It has been postulated that age-related defects in osteoblast number and function may be due to quantitative and qualitative stem cell defects, To examine this possibility, we compared osteogenic stern cell number and in vitro function in marrow cells from 4-month-old and 24-month-old male BALB/c mice, Histologic studies demonstrated that these mice undergo age-related bone loss resembling that seen in humans, In primary MSC cultures grown in media supplemented with 10 nM dexamethasone, cultures from older animals yielded an average of 41% fewer OPC colonies per given number of marrow cells plated (p < 0.001), This implies that for a given number of marrow cells there are fewer stem cells with osteogenic potential in older animals than there are in younger animals, The basal proliferative rate in cultures from older animals, as measured by H-3-thymidine uptake, was more than three times that observed in cultures from young animals (p < 0.005), However, the increase in proliferative response to serum stimulation was 10-fold in the younger cultures (p < 0.001) and insignificant (p < 0.4) in the older cultures, Colonies in both age groups became alkaline phosphatase positive at the same rate, and virtually all colonies were positive after 12 days of culture, Cultures from both age groups produced abundant type I collagen, These studies suggest that defects in the number and proliferative potential of MSCs may underlie age-related defects in osteoblast number and function.
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AB Gorham-Stout disease (GSD) or massive osteolysis, is an extremely rare osteolytic condition that involves extensive locally aggressive resorption of bone. The etiology and pathophysiology are unknown, and the role of the osteoclast in GSD is unclear. We studied a patient with GSD who had massive resorption of his mandible, which extended to his maxilla, zygoma, right parietal region, and cranium. To investigate the cause of the extensive resorption, we tested the effects of the patient's serum, sampled early in the course of treatment and later after the osteolysis was stabilized, on the formation of osteoclastlike multinucleated cells (MNC) in cultures of normal human marrow. GSD serum (10%, vol/vol) markedly increased the number of MNC formed in these cultures compared to that in normal serum as well as stimulated the formation of resorption pits by these MNC on dentine slices. GSD serum, collected after further therapy, did not enhance the number of MNC formed in marrow cultures compared to that in normal serum. Elevated levels of interleukin-6 (IL-6) were detected in the earlier GSD serum that were 7 times the upper Limit of the normal range, and after further treatment, IL-6 levels fell to one quarter the pretreatment value. The levels of IL-1 beta, tumor necrosis factor-ct, transforming growth factor-alpha, PTH, and PTH-related peptide in pretreatment GSD serum were not increased. Moreover, the addition of neutralizing antibodies to IL-6 to the normal human bone marrow cultures effectively blocked the increase in MNC formation induced by active GSD serum. These data suggest that bone resorption in GSD patients is due to enhanced osteoclast activity, and that IL-6 may play a role in the increased bone resorption in GSD.
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AB T cell cytokines are known to play a major role in determining protection and pathology in infectious disease. It has recently become clear that IL-12 is a key inducer of the type 1 T cell cytokine pattern characterized by production of IFN-gamma. Conversely, n-10 down-regulates IL-12 production and type 1 cytokine responses. We have investigated whether IL-12 and IL-10 might be involved in a chronic inflammatory reaction, atherosclerosis. In atherosclerotic plaques, we found strong expression of IFN-gamma but not IL-4 mRNAs as compared to normal arteries. IL-12 p40 mRNA and IL-12 p70 protein were also found to be abundant in atherosclerotic plaques. IL-12 was induced in monocytes in vitro in response to highly oxidized LDL but not minimally modified LDL. The cross-regulatory role of IL-10 was indicated by the expression of IL-10 in some atherosclerotic lesions, and the demonstration that exogenous rIL-10 inhibited LDL-induced IL-12 release. These data suggest that the balance between IL-12 and IL-10 production contributes to the level of immune-mediated tissue injury in atherosclerosis.
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AB p-MPPI [4-(2'-methoxyphenyl)-1-[2'-[N-(2 ''-pyridinyl)-p-iodobenzamido]ethyl]piperazine] and p-MPPF [4-(2'-methoxyphenyl)-1-[2'-[N-(2 ''-pyridinyl)-p-fluorobenzamido]ethyl]piperazine] competitively antagonized 5-HT1A receptor activation in the rat, as measured by hypothermia, forepaw treading and 5-HT turnover; they exhibited no partial agonist activity on any of these measures. When given i.p., p-MPPI and p-MPPF dose-dependently antagonized the hypothermia induced by 8-hydroxy-2-(di-n-propylamino)tetralin (8-OH-DPAT) (0.5 mg/kg), with approximate ID50 of 5 and 3 mg/kg, respectively. The inhibitory effect caused by a fixed dose of pMPPI (6 mg/kg) or p-MPPF (3 mg/kg) was surmounted by higher doses of 8-OH-DPAT. pMPPI and p-MPPF also attenuated the hypothermia induced by gepirone. Forepaw treading caused by 8-OH-DPAT (2 mg/kg) in reserpine-pretreated rats (1 mg/kg, s.c., 18-24 hr before the experiment) was dose-dependently antagonized by p-MPPI and p-MPPF with approximate ID50 of 3 and 0.7 mg/kg, respectively. p-MPPI also antagonized forepaw treading induced by 5-methoxy-N,N,-dimethyltryptamine (5-MeODMT) (5 mg/kg) and this antagonism was competitively overcome by higher doses of 5-methoxy-N,N,-dimethyltryptamine. p-MPPI and p-MPPF were able to antagonize the 8-OH-DPAT-(0.5 mg/kg) induced reduction in the 5-HIAA/5-HT ratio, a measure of 5-HT turnover in the hippocampus or striatum. No hypothermia or reciprocal forepaw treading was produced by either drug when given at doses as high as 10 mg/kg. Neither p-MPPI nor p-MPPF (10 mg/kg) given alone significantly altered the ratio of 5-HIAA/5-HT in the hippocampus or striatum. Also, binding of [H-3]p-MPPF to hippocampal membranes was unaltered by the addition of 100 mu M guanylyl-imidodiphosphate to the incubation medium. In conclusion, pMPPI and p-MPPF behave, in vivo, as competitive antagonists of both postsynaptic 5-HT1A receptors and somatodendritic 5-HT1A autoreceptors.
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AB Relapsing polychondritis is a rare inflammatory disorder causing recurrent inflammatory reactions in the cartilaginous structures. It often worsens as prednisone is tapered. We describe 3 biopsy proven patients with relapsing polychondritis in whom methotrexate was useful as a steroid sparing agent in the management of auricular chondritis.
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AB The existence of coronary endoarterial cushions (CEC) in the human heart as nonpathological, functional entities has been debated, and CEC have been sparsely reported in animals. Arterial cushions are localized thickenings that protrude into the lumen of specific arteries, We have identified CEC in the rhesus monkey, dog, sheep, goat, pig, rabbit and rat, and in the human heart, Two distinct types are described: the ovoid CEC arranged singly, in pairs, or in groups of three to four, and the less common polypoid CEC seen primarily in humans. The highest incidence of CEC in rabbits and humans was in the left ventricle in arteries 150-488 mu m in diameter. Light and electron microscopy demonstrated intimal location with smooth muscle cells surrounded by ground substance, collagen and elastin fibers in a highly organized pattern. Nerve fibers identified by their immunoreactivity with antiserum to the vasodilatory calcitonin-gene-related peptide contacted the CEC along the tunica media and were occasionally seen within CEC, Arrangement and histological composition of CEC suggest a role in the regulation of local blood now and myocardial perfusion. In human hearts, the CEC density index correlated highly with the degree of heart disease. In subjects with high heart disease rating, increased connective tissue, lipid-like infiltration and calcification was seen within CEC, and foam cells were present in CEC of obese rabbits. This suggests that CEC in coronary arteries could be predisposed sites of atherosclerosis, and that injured CEC can cause coronary artery spasm and ischemia. We conclude that CEC occur in animals and humans as innervated intimal smooth muscle cushions that might have a role in myocardial perfusion and heart disease.
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AB An oligocationic peptide compound (ALX40-4C) was developed for consideration in the treatment of human immunodeficiency virus type 1 (HIV-1) infection. This compound was designed to mimic the basic domain of the HIV-1 transactivation protein, Tat, and will competitively,inhibit Tat binding to its specific RNA hairpin target (TAR [transactivation region]), found at the 5' end of all HIV-1 transcripts. Blocking Tat-TAR interactions can abrogate HIV-1 replication. ALX40-4C was shown to inhibit replication of HIV-1(NL4-3) in a range of cell types, including primary cells and transformed cell lines, by as much as 10(4)-fold. In some experiments, virus rescue was not possible even after removal of ALX40-4C from the cultures. Strain-dependent resistance has been demonstrated for all antiretroviral agents tested; therefore, we tested for variable sensitivity to ALX40-4C. The cloned primary strains, HIV-1(JR-CSF) and HIV-1(JR-FL,) ALX40-4C inhibition. Unexpectedly, determinants for efficient ALX40-4C inhibition were mapped by using recombinant virus strains to the V3 region of gp120 and were shown to act at early events in viral replication, which include viral entry. If entry and reverse transcription are bypassed by transfection, a more modest, virus strain-independent inhibition is shown; this inhibition is likely due to blocking of Tat-TAR interaction.'Thus, the highly basic oligocationic Tat inhibitor ALX40-4C appears to interfere with initial virus-target cell interactions which involve HIV-1 gp120 V3 determinants, most efficiently for T-cell line-adapted strains.
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AB We have identified monoclonal anti-DNA antibodies derived from lupus prone MRL-lpr/lpr mice that produce glomerular immune deposits and nephritis after passive transfer to normal mice. Particularly noteworthy is that the location of immune deposition varied among nephritogenic Ig, and this was associated with distinctive histologies and clinical disease profiles. Although their autoantigen binding properties differed, they were highly cross-reactive, in a manner similar to Ig deposited in glomeruli of lupus mice. This antigen binding profile was also typical of other previously described nephritogenic autoantibodies that bound directly to glomerular antigens to initiate immune deposit formation. In this study, we questioned whether ligation of different glomerular antigens by individual autoantibodies could contribute to the observed differences in the location of immune deposits. To examine this possibility, monoclonal anti-DNA antibodies (IgG2a) that produced glomerular immune deposits in different locations were evaluated. H221 produced mesangial, intracapillary (that is, intraluminal or within the capillary lumen) and subendothelial deposits associated with heavy proteinuria, whereas H147 produced mesangial, subendothelial and linear basement membrane deposits associated with proliferative glomerulonephritis. Initially, the capacity of H221 and H147 to bind directly to glomerular and vascular cell surfaces was evaluated. As demonstrated by FAGS, H221 bound preferentially to mesangial cells whereas H147 bound preferentially to endothelial cells. To identify possible target cell surface antigens, Western blots, immunoprecipitation of surface labeled cells, and 2D gel electrophoresis were employed. H221 reacted with a 108 kDa protein on mesangial cells not identified by H147, whereas H147 reacted with a 45 kDa protein on endothelial cells not identified by H221. These results support the hypothesis that some nephritogenic lupus autoantibodies initiate immune deposit formation through direct interaction with glomerular antigens. Furthermore, they suggest that the site of immune deposition is determined by both antigen binding properties of the relevant antibody and the location of its target ligand within the glomerulus. In a given individual, therefore, the predominant autoantibody-glomerular antigen interaction may influence the morphologic and clinical phenotype expressed. Variation in the predominant interaction may also contribute to variations in disease expression among individuals with lupus nephritis.
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AB In moderate renal failure, the serum calcitriol level is influenced by the stimulatory effect of high PTH and the inhibitory action of phosphorus retention. Our goal was to evaluate the relative effect that high PTH levels and increased dietary phosphorus had on calcitriol production in normal rats (N) and rats with moderate renal failure (Nx). Normal and Nx (3/4 nephrectomy) rats were divided into two groups: (1) rats with intact parathyroid glands (IPTG) and (2) parathyroidectomized rats in which PTH was replaced (PTHR) by the continuous infusion of rat 1-34 PTH, 0.022 mu g/hr/100 g body wt, using a miniosmotic Alzet pump. To test the effect of dietary phosphorus, rats received either a moderate (MPD, 0.6% P) or a high phosphorus (HPD, 1.2%) diet for 14 days. The experimental design included pair-fed N and Nx rats with either IPTG or PTHR. Serum calcitriol and PTH levels in N rats fed a MPD were 69 +/- 3 and 40 +/- 5 pg/ml, respectively. In Nx rats on a MPD, serum calcitriol levels decreased only if hyperparathyroidism was not allowed to occur (76 +/- 4 vs. 62 +/- 4 pg/ml in Nx-IPTG-MPD and Nx-PTHR-MPD groups respectively, P < 0.05). Even in N rats on a HPD, high PTH levels (67 +/- 8 pg/ml in the N-IPTG-HPD group) were required to maintain normal serum calcitriol levels (69 +/- 4 vs. 56 +/- 6 pg/ml in Nx-IPTG-HPD and Nx-PTHR-HPD groups, respectively; P < 0.05). In Nx rats on a HPD, the development of secondary hyperparathyroidism (286 +/- 19 pg/ml in the Nx-IPTG-HPD group) prevented a decrease in serum calcitriol levels (68 +/- 7 pg/ml). In contrast, serum calcitriol levels were low in the Nx-PTHR-HPD group (52 +/- 4 pg/ml, P < 0.05), which were deprived of the adaptative increase in endogenous PTH production. In conclusion, our results in rats indicate that in moderate renal failure, an elevated PTH level maintains calcitriol production and overcomes the inhibitory action of phosphorus retention.
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AB The action of glyburide on glucose homeostasis involves pancreatic and extrapancreatic mechanisms. The relative importance of each of these processes in the hypoglycemic response to sustained administration of glyburide is unknown. In addition, the effect of this drug on the hepatic extraction of insulin is controversial. This investigation uses direct techniques in conscious normal dogs to examine the impact of glyburide therapy (2.5 mg twice daily for 4 weeks) on glucose homeostasis. Preparatory surgery included placement of Doppler flow probes on hepatic vessels and insertion of catheters in carotid artery, portal vein, hepatic vein, and renal vein. After recovery from surgery, animals underwent an intravenous glucose tolerance test ([IGTT] 0.3 g . kg(-1) intravenous glucose bolus) and an insulin infusion clamp test ([IICT] 2 mU . kg(-1). min(-1) intravenous insulin during 150 minutes) followed by glyburide therapy. After 4 weeks, the IGTT and IICT were repeated. Glyburide increased the insulin secretory response during the late phase of the IGTT and augmented glucose clearance during the IICT, Hepatic extraction of insulin was also stimulated by glyburide, We conclude that the hypoglycemic action of long-term glyburide administration involves stimulation of both insulin secretion by the pancreas and glucose disposal by peripheral tissues. In addition, glyburide augments the extraction of insulin by the liver, and such an effect might prevent the development of sustained high levels of insulin in blood perfusing peripheral tissues. (C) 1996 by W.B. Saunders Company.
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AB The adipocyte hormone, leptin (OB protein), is proposed to be an ''adiposity signal'' that acts in the brain to lower food intake and adiposity(1-5). As plasma leptin levels are elevated in most overweight individuals, obesity may be associated with leptin resistance(6,7). To investigate the mechanisms underlying brain leptin uptake and to determine whether reduced uptake may contribute to leptin resistance, we measured immunoreactive leptin levels in plasma and cerebrospinal fluid (CSF) of 53 human subjects. Leptin concentrations in CSF were strongly correlated to the plasma level in a nonlinear manner (r = 0.92; P = 0.0001). Like levels in plasma, CSF leptin levels were correlated to body mass index (r = 0.43; P = 0.001), demonstrating that plasma leptin enters human cerebrospinal fluid in proportion to body adiposity. However, the efficiency of this uptake (measured as the CSF:plasma leptin ratio) was lower among those in the highest as compared with the lowest plasma leptin quintile (5.4-fold difference). We hypothesize that a saturable mechanism mediates CSF leptin transport, and that reduced efficiency of brain leptin delivery among obese individuals with high plasma leptin levels results in apparent leptin resistance.
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AB The introduction of palliative therapies in amyotrophic lateral sclerosis (ALS) will alter the epidemiology of ALS as it is known now. Although incidence rates will remain unchanged in the near future, prevalence rates will likely increase dramatically. Better understanding of the age-specific presentation of motor neuron diseases worldwide will shed light on the vexing questions concerning the variable incidence rates in some countries and apparent incidence gradients in North America and Europe.
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AB A nested case-control study of 84 incident cases of patients with idiopathic Parkinson's disease (PD) detected by June 30, 1994 and 336 age-matched control subjects, compared previously-documented intake of total dietary vitamin E and of selected vitamin E-containing foods, All study subjects had been followed for 27 to 30 years after diet recording in the 8,006-man Honolulu Heart Study cohort. We determined PD outcomes by periodic cohort re-examination and neurologic testing, private physician reports, examination of O'ahu neurologists' office records, and continual death certificate and hospital discharge diagnosis surveillance. Data on vitamin E intake, obtained from three dietary data sets at the time of cohort enrollment (1965 to 1968), included a food-frequency questionnaire and a 24-hour photograph-assisted dietary recall administered by trained dietitians. Although absence of PD was significantly associated with prior consumption of legumes (adjusted OR = 0.27, 95% CI 0.09 to 0.78), a dietary variable preselected for high vitamin E content, neither food categories nor quartiles nor continuous variables of vitamin E consumption were significantly associated with PD occurrence, Though consistent with prior reports of PD protection afforded by legumes, and with speculation on the possible benefits of dietary or supplemental vitamin E in preventing PD, these preliminary data do not conclusively document a beneficial effect of dietary vitamin E on PD occurrence.
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AB Despite extensive study in both humans and nonhuman mammals the mechanisms which regulate intestinal lactase activity, particularly during development, are incompletely understood. Our previous studies of human adults are consistent with an important role of lactase-phlorizin hydrolase (LPH) mRNA abundance in determining the lactase persistence/nonpersistence phenotypes. Our intent in the present study was to determine the role of LPH mRNA in the regulation of lactase in children. We therefore studied duodenal mucosal biopsies from 39 children undergoing diagnostic upper endoscopy in whom significant small intestinal and nutritional disease was excluded. We found no relationship between the level of LPH mRNA and lactase enzymatic activity. Our observations suggest the importance of posttranscriptional mechanisms in lactase regulation in human children.
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AB Although mild cases of otitis externa often respond quickly to appropriate therapy, primary care physicians need to be alert to more severe infection, particularly in diabetic and immunocompromised patients. In these cases, uncomplicated infection may progress to deep invasion of bone and become potentially fatal if cranial nerves are affected. prompt referral to an otolaryngologist is recommended.
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AB The hallmark of renal diseases involving the glomerulus is the presence of proteinuria. While the routes of pathogenesis of proteinuria have not been established, alterations in the barrier function of the glomerular basement membrane (GEM) have been implicated, We evaluated the effect of streptozotocin diabetes and passive Heymann nephritis (PHN) over time on the macromolecular composition of rat GEM to determine if changes in composition correlate with proteinuria. Six to twelve rats from each group (control, diabetic, and PHN) were sacrificed 1, 5, 28, 56, or 84 days after induction of disease, Identical amounts of GEM were subjected to a sequential extraction procedure, and type IV collagen, entactin, laminin, fibronectin, and anionic charge content were quantitated in the extracts. Type IV collagen and entactin content did not change with time or disease, Both laminin and fibronectin contents increased with time in GEM in all groups, but this increase was significantly greater in diabetic GEM. A significant decrease in anionic charge content of GBM coincided with the onset of albuminuria at Day 28 in diabetes, but no change was seen in PHN, In diabetic rats, the increase in laminin content over control preceded the onset of albuminuria, while the increase in fibronectin was not apparent until after albuminuria was present, In PHN, no differences in type IV collagen, entactin, laminin, fibronectin, or anionic charge content of GEM were found compared with control, even though profound albuminuria was evident from Day 5 through 84, Thus, while alterations in laminin and fibronectin content may contribute to the loss of glomerular permselectivity in streptozotocin diabetes, such changes apparently are not involved in PHN.
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AB As opiate therapy is increasingly accepted for the management of chronic pain, the consultation-liaison psychiatrist is often challenged to diagnose and provide treatment recommendations for addictive disease in chronic pain patients. Reviewed are the defining characteristics of addiction within the context of chronic pain, and the interesting commonalities between addictive disease and chronic pain. Guidelines for assessment of addiction in patients with chronic pain are presented, as are suggestions for the management of these concurrent disorders. Underlying this review is a belief that opiates should not be withheld from persons with chronic pain, even in the presence of addictive disease.
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AB Transforming growth factor beta (TGF beta) is a multifunctional cytokine with potentially important roles in both host defence and immunopathogenesis. Latent, but more importantly, active TGF beta was significantly elevated in bronchiolar lavage fluid from lungs of mice infected with murine Chlamydia trachomatis. Induction of both latent and active TGF beta in these infected animals was highest at day two after infection (2 to 4-fold) compared with day 15 (1 to 2-fold). Both active and latent TGF beta 1 and TGF beta 2 isoforms were detected. Quantitative reverse transcription polymerase chain reaction (RT-PCR) assay showed a slight but significant increase in PCR product for TGF beta 1, but Northern analysis for TGF beta 1 in lung tissue was not significantly different between treatment groups. No significant change was observed for TGF beta 2 mRNA by RT-PCR. The increase in active and latent TGF beta in these lung lavages from mice infected with C. trachomatis appears to be primarily post-transcriptionally regulated.
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AB Because of their known myelopoietic activities, both interleukin (IL)-3 and IL-1 are often used in combination with other cytokines for in vitro (ex vivo) expansion of stem cells. We have investigated the effects of IL-3 and IL-1 on in vitro expansion of murine hematopoietic stem cells with long-term engraftment capabilities, using a highly purified progenitor population. Lineage-negative, Ly-6A/E(+), c-kit(+) bone marrow cells from male mice were cultured in suspension in the presence of stem cell factor, IL-6, IL-11, and erythropoietin with or without IL-3 or IL-1. Kinetic studies revealed an exponential increase in total nucleated cells and about 10-fold enhancement of nucleated cells by IL-3 during the initial 10 days. Addition of IL-3 hastened the development but significantly suppressed the peak production of colony-forming cells. Addition of IL-1 also significantly suppressed the numbers of colony-forming cells. The reconstituting ability of the cultured cells was tested by transplanting the expanded male cells into lethally irradiated female mice, The cells expanded from enriched cells in the absence of IL-3 and IL-1 revealed engraftment at 2, 4, 5, and 6 months, whereas addition of IL-3 or IL-1 to the cultures significantly reduced the reconstituting ability. The results suggest that these cytokines mag. have a modulatory role on the self-renewal of stem cells and further indicate that the use of IL-3 and IL-1 for in vitro expansion of human stem cells needs to be cautiously evaluated.
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AB Many studies of caloric restriction (CR) in rodents and lower animals indicate that this nutritional manipulation retards aging processes, as evidenced by increased longevity, reduced pathology, and maintenance of physiological function in a more youthful state. The anti-aging effects of CR are believed to relate, at least in part, to changes in energy metabolism. We are attempting to determine whether similar effects occur in response to CR in nonhuman primates. Core (rectal) body temperature decreased progressively with age from 2 to 30 years in rhesus monkeys fed ad lib (controls) and is reduced by approximate to 0.5 degrees C in age-matched monkeys subjected to 6 years of a 30% reduction in caloric intake. A short-term (1 month) 30% restriction of 2.5-year-old monkeys lowered subcutaneous body temperature by 1.0 degrees C. Indirect calorimetry showed that 24-hr energy expenditure was reduced by approximately 24% during short-term CR. The temporal association between reduced body temperature and energy expenditure suggests that reductions in body temperature relate to the induction of an energy conservation mechanism during CR. These reductions in body temperature and energy expenditure are consistent with findings in rodent studies in which aging rate was retarded by CR, now strengthening the possibility that CR may exert beneficial effects in primates analogous to those observed in rodents.
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AB We have confirmed that hypoxia elicits a substantial rise in blood choline levels in young adult rats. An intravenous infusion of tracer quantities of [H-2(4)]-Ch, serial measurements of blood [H-2(0)]-Ch and [H-2(4)]-Ch, and a simple pharmacokinetic model were used to assess the bidirectional nux of choline between the central pool and peripheral pools before, during and after a period of imposed hypoxia, in rats ranging fi-om 56 to 780 days of age. The results indicate that the age-dependence of the hypercholinemic response to hypoxia is predominantly due to an increase in the amount of choline released in response to hypoxia, and that changes in its clearance are relatively unimportant.
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AB Enhancing the availability of endogenous acetylcholine by inhibition of cholinesterase with physostigmine, eptastigmine or soman at sub-toxic doses increases cerebral blood flow (CBF) and the response of this variable to changes in PaCO2. These effects are not correlated with metabolic activation, suggesting that the function of the cholinergic vasodilatation is not merely to supply metabolic substrates. Since choline (Ch) can exchange between blood and the brain extracellular milieu the stage is set for possible feedback interactions between ACh synthesis and CBF. A negative feedback of CBF on ACh synthesis under conditions of a negative arteriovenous (A-V) difference for Ch across cerebral capillaries may contribute to stabilize CBF in ischemia. Eptastigmine and physostigmine significantly improve perfusion in experimental models of focal cerebral ischemia and traumatic brain injury respectively. During the short periods of time in which the A-V difference for Ch across the brain is positive, a positive feedback between cerebral free Ch and CBF may enhance the ability of the brain to recover Ch from the circulation for synthesis of membrane phospholipids. A loss of cholinergic cerebrovascular control may thus impair the survival of all cells within the CNS and contribute to the pathophysiology of dementia. Perhaps the view that the loss of cholinergic cells is the end point of Alzheimer's dementia could be modified to state that a cholinergic deficit may be the starting point of a decline in cerebral phospholipid turnover and cell membrane renewal that could lead to a generalized deterioration of cerebral function.
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AB The murine Nkcc2/Slc12a1 gene encodes a bumetanide sensitive Na-K-Cl cotransporter that is expressed exclusively in the kidney in the thick ascending limb of the loop of Henle, Nuclear run-off assays demonstrated that kidney-specific expression of Nkcc2 was due, at least in part, to kidney-specific gene transcription, To begin study of the gene promoter, a genomic clone that contained 13.5 kilobases of the 5'-flanking region of Nkcc2 was isolated. A single transcription initiation site was located 1330 base pairs (bp) upstream of the start codon. The sequence of the proximal 5'-flanking region contained typical eukaryotic promoter elements including a TATA box, two CCAAT boxes, and an initiator, A (G-A)(28) (C-T)(28) microsatellite and consensus binding sites for hepatocyte nuclear factor 1, cAMP-response element binding protein, CCAAT/enhancer-binding proteins, and basic helix-loop-helix proteins, were also identified, To functionally express the promoter, 2255 bp of the proximal 5'-flanking region was ligated to a luciferase reporter gene and transfected into thick ascending limb (TAL) cells, a stable cell line derived from microdissected loops of Henle of the Tg(SV40E)Bri7 mouse. TAL cells exhibited furosemide-sensitive Na-K(NH4+)-Cl cotransport activity and endogenously expressed the 5.0-kilobase Nkcc2 transcript. Luciferase activity was 130-fold greater following transfection into TAL cells compared with transfection into cells that did not express Nkcc2 (NIH 3T3 fibroblasts). Deletion analysis revealed that promoter activity in TAL cells was similar in constructs extending from the transcription initiation site to -1529 to -469, whereas further deletion to -190 resulted in a 76% decrease in activity, We conclude that the Nkcc2 promoter exhibits kidney cell-specific activity. Regulatory elements required for maximal promoter activity are located in a 280-bp DNA segment that contains consensus binding sites for several transcription factors expressed in the kidney.
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AB Macromolecules are present in lung preservation solutions to limit liquid filtration out of the pulmonary circulation and minimize pulmonary edema. We tested the effectiveness of these molecules by measuring interstitial edema in rat lungs perfused with macromolecular solutions (University of Wisconsin [UW] solution and Euro-Collins solution supplemented with modified pentastarch [pentafraction, PEN]), or with solutions that lacked macromolecules (UW solution without PEN and Euro-Collins solution.) The lungs were inflated with air and perfused with one of the test solutions, then rapidly frozen and prepared for histological analysis. From tissue sections, we measured cross-sectional areas of pulmonary arteries and veins, and also measured cross-sectional areas of interstitial spaces surrounding arteries and veins. We then calculated the interstitium-to-vessel cross-sectional area ratio. In lungs perfused with macromolecular solutions these ratios were 0.09 +/ -0.15 and 0.53 +/- 0.56 (mean +/- SD) for UW solution and Euro-Collins solution with PEN, respectively (P less than or equal to 0.05). In lungs perfused with solutions that lacked macromolecules, area ratios were 0.48 +/- 0.88 and 1.95 +/- 1.82 for UW solution without PEN and Euro-Collins solution, respectively (P less than or equal to 0.05). Solutions containing PEN caused less interstitial expansion than their counterparts that lacked it, but UW solution without PEN caused interstitial expansion equal to that of Euro-Collins solution with PEN. We conclude that macromolecules limit edema formation, but other constituents of UW solution limit edema formation also.
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AB Werner's syndrome (WS) is an inherited disease with clinical symptoms resembling premature aging. Early susceptibility to a number of major age-related diseases is a key feature of this disorder. The gene responsible for WS (known as WRN) was identified by positional cloning. The predicted protein is 1432 amino acids in length and shows significant similarity to DNA helicases. Four mutations in WS patients were identified. Two of the mutations are splice-junction mutations, with the predicted result being the exclusion of exons from the final messenger RNA. One of these mutations, which results in a frameshift and a predicted truncated protein, was found in the homozygous state in 60 percent of Japanese WS patients examined. The other two mutations are nonsense mutations. The identification of a mutated putative helicase as the gene product of the WS gene suggests that defective DNA metabolism is involved in the complex process of aging in WS patients.
C1 VET AFFAIRS PUGET SOUND HLTH CARE SYST,CTR GERIATR RES EDUC & CLIN,SEATTLE,WA 98108.
   UNIV WASHINGTON,DEPT NEUROL,SEATTLE,WA 98195.
   UNIV WASHINGTON,DEPT PHARMACOL,SEATTLE,WA 98195.
   UNIV WASHINGTON,DEPT PATHOL,SEATTLE,WA 98195.
   UNIV WASHINGTON,DEPT BIOSTAT,SEATTLE,WA 98195.
   UNIV WASHINGTON,DIV MED GENET,DEPT MED,SEATTLE,WA 98195.
   DARWIN MOLEC CORP,BOTHELL,WA 98021.
   YALE UNIV,SCH MED,DEPT NEUROL,NEW HAVEN,CT 06510.
   DAMASCUS CITY HOSP,ENDOCRINOL SECT,DAMASCUS,SYRIA.
   OSAKA UNIV,SCH MED,DEPT GERIATR MED,SUITA,OSAKA 565,JAPAN.
FU NIA NIH HHS [P01 AG01751, R01 AG12019, T32 AG00057]
NR 58
TC 1237
Z9 1264
U1 0
U2 30
PU AMER ASSOC ADVANCEMENT SCIENCE
PI WASHINGTON
PA 1200 NEW YORK AVE, NW, WASHINGTON, DC 20005
SN 0036-8075
J9 SCIENCE
JI Science
PD APR 12
PY 1996
VL 272
IS 5259
BP 258
EP 262
DI 10.1126/science.272.5259.258
PG 5
WC Multidisciplinary Sciences
SC Science & Technology - Other Topics
GA UE729
UT WOS:A1996UE72900039
PM 8602509
ER

PT J
AU Pahlavani, MA
   Harris, MD
AF Pahlavani, MA
   Harris, MD
TI The age-related changes in DNA binding activity of AP-1, NF-kappa B, and
   OCT-1 transcription factors in lymphocytes from rats
SO AGE
LA English
DT Article
ID CD4+ T-CELLS; C-FOS; ANTIGEN RECEPTOR; OLD MICE; ACTIVATION; GENES;
   EXPRESSION; PROTEINS; ELEMENT; YOUNG
AB The effect of aging on the induction of the ubiquitous transcription factors AP-1, NF-kappa B, and OCT-1 by concanavalin A (conA) was studied in nuclear extracts from spleen lymphocytes isolated from young (6 mo) and old (24 mo) male Fischer 344 rats. The induction of AP-1, NF-kappa B, and OCt-1 DNA binding activities were significantly lower (35 to 60%) in nuclear extracts from spleen lymphocytes isolated from old rats compared to nuclear extracts from spleen lymphocytes isolated from young rats. Because the transcription factor AP-1 consists of heterodimers of Fos and Jun oncoproteins, the induction of c-fos and c-jun expression (mRNA levels) by conA stimulated lymphocytes was measured using northern blot analysis. ConA induction of c-fos mRNA but not c-jun mRNA decreased approximately 70% with age. Therefore, the age-related decrease in the induction of AP-1 transcription factor appears to arise from alterations in c-fos expression.
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AB The purpose of this study was to examine the effects of anisosmotic stress on adult mammalian cardiac muscle cell (cardiocyte) size. Cardiocyte size and sarcomere length were measured in cardiocytes isolated from 10 normal rats and 10 normal cats. Superfusate osmolarity was decreased from 300 +/- 6 to 130 +/- 5 mosM and increased to 630 +/- 8 mosM. Cardiocyte size and sarcomere length increased progressively when osmolarity was decreased, and there were no significant differences between cat and rat cardiocytes with respect to percent change in cardiocyte area or diameter; however, there were significant differences in cardiocyte length (2.8 +/- 0.3% in cat vs. 6.1 +/- 0.3% in rat, P < 0.05) and sarcomere length (3.3 +/- 0.3% in cat vs. 6.4 +/- 0.3% in rat, P < 0.05). To determine whether these species-dependent differences in length were related to diastolic interaction of the contractile elements or differences in relative passive stiffness, cardiocytes were subjected to the osmolarity gradient 1) during treatment with 7 mM 2,3-butanedione monoxime (BDM), which inhibits cross-bridge interaction, or 2) after pretreatment with 1 mM ethylene glycol-bis(beta-aminoethyl ether)-N,N,N',N'-tetraacetic acid (EGTA), a bivalent Ca2+ chelator. Treatment with EGTA or BDM abolished the differences between cat and rat cardiocytes. Species-dependent differences therefore appeared to be related to the degree of diastolic cross-bridge association and not differences in relative passive stiffness. In conclusion, the osmolarity vs. cell size relation is useful in assessing the cardiocyte response to anisosmotic stress and may in future studies be useful in assessing changes in relative passive cardiocyte stiffness produced by pathological processes.
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AB The 20-min rate of gastric emptying of a noncaloric solution and c-fos expression detected by immunohistochemistry in the brain were monitored 3 h after abdominal surgery performed under 10-min enflurane anesthesia in rats. Abdominal surgery (laparotomy and 1-min manipulation of the cecum) decreased gastric emptying from 60.8 +/- 3.4 to 25.9 +/- 3.4%. Capsaicin applied to the celiac/superior mesenteric ganglia 2 wk before the experiment reduced the delay in gastric emptying induced by abdominal surgery (46.3 +/- 3.4%), whereas perivagal capsaicin application had no effect (23.6 +/- 7.9%). The corticotropin-releasing factor (CRF) antagonist [D-Phe(12),Nle(21,38),C(alpha)MeLeu(37)]CRF-(12-41) injected intracisternally (10-20 pg) prevented postoperative gastroparesis induced by surgery, while having no effect on basal gastric emptying. Abdominal surgery increased the number of Fos-positive cells in brain nuclei regulating autonomic outflow: the nucleus of the solitary tract, locus ceruleus, paraventricular nucleus, and supraoptic nucleus of the hypothalamus. These data indicate that; capsaicin-sensitive splanchnic afferent fibers and activation of CRF receptors in the brain are part of the neuronal circuitry mediating gastric stasis 3 h after abdominal surgery.
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AB Study objectives: To examine the effects of acute exposure to carbon monoxide and hypoxia on plasma lipids, lipoproteins, and apolipoproteins. Design: Random-order assignment to blinded, inhaled exposures of carbon monoxide and hypoxia. Setting: Research laboratory of ambulatory subjects. Subjects: 10 elderly, male nonsmokers with chronic stable angina. Intervention: Random-order two-hour inhaled exposure to clean air at sea level, carbon monoxide at sea level, carbon monoxide at high altitude, and clean air at high altitude. Measurements: Fasting plasma lipids, lipoproteins, and apolipoproteins before and after exposures.
   Results: No differences were noted between fasting plasma lipid, lipoprotein, or apolipoprotein levels before and after exposures. Conclusion: Acute exposure to carbon monoxide and high altitude does not affect fasting plasma lipid, lipoprotein, or apolipoprotein levels.
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AB Background: Patients on prolonged corticosteroid therapy are at risk of developing osteoporosis. Some patients with severe asthma are difficult to wean off corticosteroids and are therefore at risk of developing bony complications due to steroids.
   Objective: The purpose of this study was to examine the relationship of cumulative steroid dosage and duration of therapy with osteoporosis.
   Methods: We obtained bone mineral density studies using dual photon absorptiometry, and radiographs of the lumbar spine of 16 steroid-dependent patients with asthma. Patients with conditions affecting bone metabolism were excluded.
   Results: We studied 16 male steroid-dependent patients with asthma who received 4 to 41 grams equivalent dose of prednisone over a period of 1 to 15 years. The overall prevalence rate for abnormal age-matched bone mineral density was 50%. Abnormal bone mineral density was more commonly noted in the lumbar spine (38%) than in the femoral neck (19%). The lowest dose of corticosteroid associated with a decrease in bone mineral density was a cumulative steroid dose of 5.6 equivalent grams-prednisone.
   Conclusion: Prolonged corticosteroid therapy can cause significant osteoporosis among male patients with steroid-dependent asthma. Bone loss due to corticosteroid therapy occurs at different rates at different bony sites.
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AB A large mediastinal mass in a 43-year-old man was proven at thoracotomy to comprise a right superior pulmonary vein aneurysm. Intraoperative transesophageal echocardiography was useful in defining the abnormality. Pulmonary venous aneurysm appears to represent an extremely rare but surgically correctable addition to the differential diagnosis of middle mediastinal masses.
C1 HOSP UNIV PENN,DEPT CARDIOTHORAC SURG,PHILADELPHIA,PA 19104.
   HOSP UNIV PENN,DEPT PATHOL,PHILADELPHIA,PA 19104.
   VET AFFAIRS MED CTR,DEPT MED,DIV PULM,PHILADELPHIA,PA.
NR 3
TC 7
Z9 8
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0003-4975
J9 ANN THORAC SURG
JI Ann. Thorac. Surg.
PD APR
PY 1996
VL 61
IS 4
BP 1261
EP 1262
DI 10.1016/0003-4975(95)00980-9
PG 2
WC Cardiac & Cardiovascular Systems; Respiratory System; Surgery
SC Cardiovascular System & Cardiology; Respiratory System; Surgery
GA UD082
UT WOS:A1996UD08200064
PM 8607703
ER

PT J
AU OBrien, CP
   Childress, AR
   McElgin, W
   Mozley, PD
   Fitzgerald, J
   Reivich, M
AF OBrien, CP
   Childress, AR
   McElgin, W
   Mozley, PD
   Fitzgerald, J
   Reivich, M
TI Brain imaging correlates of cue-induced cocaine craving
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 UNIV PENN,DEPT VET AFFAIRS MED CTR,ADDICT TREATMENT RES CTR,PHILADELPHIA,PA 19104.
NR 0
TC 1
Z9 1
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 36
EP 36
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300032
ER

PT J
AU Young, AS
   Nuechterlein, KH
   Mintz, J
   Ventura, J
   Gitlin, M
   Liberman, RP
AF Young, AS
   Nuechterlein, KH
   Mintz, J
   Ventura, J
   Gitlin, M
   Liberman, RP
TI Suicidal ideation and behavior in recent-onset schizophrenia
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES,SCH MED,LOS ANGELES,CA 90024.
   W LOS ANGELES VET AFFAIRS MED CTR,LOS ANGELES,CA 90073.
RI Mintz, Jim/N-7385-2014
OI Mintz, Jim/0000-0002-8299-5851
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 75
EP 75
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300071
ER

PT J
AU New, AS
   Yehuda, R
   Steinberg, B
   Trestman, RL
   Mitropoulou, V
   Coccaro, EF
   Siever, LJ
AF New, AS
   Yehuda, R
   Steinberg, B
   Trestman, RL
   Mitropoulou, V
   Coccaro, EF
   Siever, LJ
TI Self-reported abuse and biological measures in personality disorders
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 MT SINAI MED CTR,NEW YORK,NY 10029.
   BRONX VET ADM MED CTR,NEW YORK,NY 10029.
   MED COLL HOSP,PHILADELPHIA,PA 19129.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 121
EP 121
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300117
ER

PT J
AU Zale, C
   New, AS
   Trestman, RL
   Mitropoulou, V
   Siever, L
AF Zale, C
   New, AS
   Trestman, RL
   Mitropoulou, V
   Siever, L
TI Serum cholesterol and impulsive aggressive behavior in personality
   disorder patients
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 MT SINAI MED CTR,NEW YORK,NY 10029.
   BRONX VET ADM MED CTR,NEW YORK,NY.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 122
EP 122
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300118
ER

PT J
AU Serby, M
   Kalkstein, D
   Aryan, M
   Schmeidler, J
AF Serby, M
   Kalkstein, D
   Aryan, M
   Schmeidler, J
TI An analysis of olfactory deficits in schizophrenia
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 MT SINAI SCH MED,DEPT PSYCHIAT,NEW YORK,NY 10029.
   BRONX VET ADM MED CTR,BRONX,NY.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 175
EP 175
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300171
ER

PT J
AU McGurk, SR
   Green, MF
   Wirshing, WC
   Ames, D
   Marshall, BD
   Marder, SR
AF McGurk, SR
   Green, MF
   Wirshing, WC
   Ames, D
   Marshall, BD
   Marder, SR
TI The effects of risperidone vs haloperidol on spatial working memory in
   treatment-resistant schizophrenia
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR,LOS ANGELES,CA 90073.
   UNIV CALIF LOS ANGELES,CAMARILLO RES CTR,LOS ANGELES,CA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 245
EP 245
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300237
ER

PT J
AU Roitman, SEL
   Keefe, RSE
   Dupre, RL
   Siever, LJ
AF Roitman, SEL
   Keefe, RSE
   Dupre, RL
   Siever, LJ
TI Visuospatial working memory in schizotypal personality disorder
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 MT SINAI MED CTR,NEW YORK,NY 10029.
   BRONX VET ADM MED CTR,NEW YORK,NY.
   DUKE UNIV,MED CTR,DURHAM,NC 27710.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 266
EP 266
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300258
ER

PT J
AU vanGorp, WG
   Altshuler, LL
   Dixon, W
   Theberge, DC
AF vanGorp, WG
   Altshuler, LL
   Dixon, W
   Theberge, DC
TI Cognitive impairment in euthymic patients with bipolar affective
   disorder
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR,LOS ANGELES,CA 90073.
   UNIV CALIF LOS ANGELES,MED CTR,LOS ANGELES,CA 90024.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 277
EP 277
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300269
ER

PT J
AU Kirrane, R
   Trestman, R
   Mitropoulou, V
   Cornblatt, B
   Siever, L
AF Kirrane, R
   Trestman, R
   Mitropoulou, V
   Cornblatt, B
   Siever, L
TI Effects of amphetamine on cognitive impairment in schizotypal
   personality disorder
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 MT SINAI MED CTR,NEW YORK,NY 10029.
   BRONX VET ADM MED CTR,NEW YORK,NY.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 280
EP 280
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300272
ER

PT J
AU Flach, KA
   Gerhardt, GA
   Freedman, R
   Adler, LE
AF Flach, KA
   Gerhardt, GA
   Freedman, R
   Adler, LE
TI Sensory gating in a computer model of the CA3 neural network of the
   hippocampus
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 UNIV COLORADO,HLTH SCI CTR,DEPT PSYCHIAT,DENVER,CO 80262.
   UNIV COLORADO,HLTH SCI CTR,DEPT PHARMACOL,DENVER,CO 80262.
   DENVER VAMC,DENVER,CO.
RI Moxon, Karen/K-7407-2012
OI Moxon, Karen/0000-0002-5790-097X
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 446
EP 446
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300431
ER

PT J
AU Stroe, A
   Amin, F
   Kahn, T
   Knott, P
AF Stroe, A
   Amin, F
   Kahn, T
   Knott, P
TI Is circadian variation of plasma HVA related to its renal excretion?
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 BAYLOR COLL MED,HOUSTON VAMC,HOUSTON,TX 77030.
   MT SINAI SCH MED,BRONX VAMC,NEW YORK,NY.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 457
EP 457
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300442
ER

PT J
AU Amin, F
   Kahn, T
   Knott, P
AF Amin, F
   Kahn, T
   Knott, P
TI Control of renal factors in plasma HVA measurements
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 BAYLOR COLL MED,HOUSTON VAMC,HOUSTON,TX 77030.
   MT SINAI SCH MED,BRONX VAMC,NEW YORK,NY.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 458
EP 458
PG 2
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300443
ER

PT J
AU Adler, LE
   Waldo, MC
   McRae, KA
   Cawthra, E
   Nagamoto, HT
   Hoffer, L
   Johnson, M
   Gerhardt, G
AF Adler, LE
   Waldo, MC
   McRae, KA
   Cawthra, E
   Nagamoto, HT
   Hoffer, L
   Johnson, M
   Gerhardt, G
TI Differing relationship of cholinergic and catecholaminergic
   neurotransmission to sensory gating in schizophrenic patients, bipolar
   patients, and normal subjects
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 UNIV COLORADO,HLTH SCI CTR,DEPT PSYCHIAT,BOULDER,CO 80309.
   UNIV COLORADO,HLTH SCI CTR,DEPT PHARMACOL,BOULDER,CO 80309.
   DENVER VAMC,DENVER,CO.
   MED UNIV S CAROLINA SCH,INST PSYCHIAT,CHARLESTON,IL.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 514
EP 514
PG 1
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300499
ER

PT J
AU Peskind, ER
   Elrod, R
   Digiacomo, L
   Veith, RC
   Raskind, MA
AF Peskind, ER
   Elrod, R
   Digiacomo, L
   Veith, RC
   Raskind, MA
TI CSF epinephrine in aging and Alzheimer's disease
SO BIOLOGICAL PSYCHIATRY
LA English
DT Meeting Abstract
C1 VA PUGET SOUND HLTH CARE SYST,SEATTLE,WA 98108.
   UNIV WASHINGTON,SCH MED,SEATTLE,WA 98195.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ELSEVIER SCIENCE INC
PI NEW YORK
PA 655 AVENUE OF THE AMERICAS, NEW YORK, NY 10010
SN 0006-3223
J9 BIOL PSYCHIAT
JI Biol. Psychiatry
PD APR 1
PY 1996
VL 39
IS 7
BP 542
EP 542
PG 2
WC Neurosciences; Psychiatry
SC Neurosciences & Neurology; Psychiatry
GA UE893
UT WOS:A1996UE89300527
ER

PT J
AU Lynch, MW
   Rutecki, PA
   Sutula, TP
AF Lynch, MW
   Rutecki, PA
   Sutula, TP
TI The effects of seizures on the brain
SO CURRENT OPINION IN NEUROLOGY
LA English
DT Article
ID MEMORY; NMDA
AB Since the time of Sommer's review of hippocampal pathology and Gower's tenet that 'seizures beget seizures' there has been interest in changes in brain structure and function that may be associated with epilepsy. From recent experimental studies and clinical observations, there is increasing evidence that epilepsy is not only associated with structural and functional alterations in the nervous system, but also that seizures induce a diverse variety of molecular, cellular, and functional alterations in the brain.
C1 UNIV WISCONSIN,DEPT NEUROL,MADISON,WI 53792.
   UNIV WISCONSIN,DEPT NEUROSURG,MADISON,WI 53792.
   UNIV WISCONSIN,DEPT ANAT,MADISON,WI 53706.
   UNIV WISCONSIN,NEUROSCI TRAINING PROGRAM,MADISON,WI 53706.
   WILLIAM S MIDDLETON MEM VET ADM MED CTR,MADISON,WI.
FU NINDS NIH HHS [NS-25020, NS-28580]
NR 70
TC 35
Z9 36
U1 0
U2 1
PU CURRENT SCIENCE
PI PHILADELPHIA
PA 400 MARKET STREET,SUITE 750 ATTN:SARAH WHEALEN/SUB MGR, PHILADELPHIA, PA
   19106
SN 1350-7540
J9 CURR OPIN NEUROL
JI Curr. Opin. Neurol.
PD APR
PY 1996
VL 9
IS 2
BP 97
EP 102
DI 10.1097/00019052-199604000-00007
PG 6
WC Clinical Neurology; Neurosciences
SC Neurosciences & Neurology
GA UN971
UT WOS:A1996UN97100007
PM 8782975
ER

PT J
AU Giordano, M
   Castellino, P
   DeFronzo, RA
AF Giordano, M
   Castellino, P
   DeFronzo, RA
TI Differential responsiveness of protein synthesis and degradation to
   amino acid availability in humans
SO DIABETES
LA English
DT Article
ID WHOLE-BODY LEUCINE; LYSINE METABOLISM; YOUNG MEN; INSULIN; TURNOVER;
   GLUCOSE; PLASMA; MEAL; NUTRITION; KINETICS
AB We investigated the effects of graded hyperaminoacidemia on protein metabolism in eight healthy, young (25 +/- 2 years), normal weight (BMI = 25 +/- 1 kg/m(2)) overnight-fasted human subjects. A balanced amino acid solution was infused for 180 min at five different rates: 0.5 (study I), 1.0 (study II), 2.0 (study III), 4.0 (study IV), and 6.0 (study V) mg . kg(-1). min(-1) on separate days in random order. Studies were performed with [1-C-14]leucine infusion and indirect calorimetry to calculate leucine oxidation (LOX), nonoxidative leucine disposal (NOLD) (an index of protein synthesis), and endogenous leucine flux (ELF) (an index of proteolysis). Basal total plasma amino acid concentrations averaged 1.85 +/- 0.1 mmol/l and increased to 2.27 +/- 0.1, 2.70 +/- 0.2, 3.84 +/- 0.2, 5.87 +/- 0.4, and 7.52 +/- 0.3 mmol/l in studies I-V, respectively. ELF decreased from a basal value of 2.27 +/- 0.2 to 2.12 +/- 0.2, 1.97 +/- 0.1, 1.73 +/- 0.2, 1.67 +/- 0.3, and 1.65 +/- 0.1 mu mol/l . kg(-1). min(-1) in studies I-V, respectively (P < 0.05 for study I vs. basal, P < 0.01 for studies II-V vs. basal, and NS for studies IV and V vs. study III). LOX increased from a basal value of 0.31 +/- 0.04 to 0.38 +/- 0.05, 0.41 +/- 0.02 0.64 +/- 0.04, 1.11 +/- 0.07, and 1.56 +/- 0.05 mu mol . kg(-1). min(-1) in studies I-V (all P < 0.01 vs. basal; P < 0.05-0.01 for each study vs. preceding study). Basal NOLD averaged 1.96 +/- 0.2 and did not change significantly in studies I and II (2.03 +/- 0.2 and 2.10 +/- 0.1 mu mol . kg(-1). min(-1)). In contrast, a significant increase in NOLD was observed in studies III, IV, and V (to 2.3 +/- 0.15, 2.74 +/- 0.2, and 3.25 +/- 0.7 mu mol . kg(-1). min(-1), respectively; all (P < 0.01 vs. basal; P < 0.05-0.01 for each study vs. preceding study). The net leucine balance (difference between ELF and NOLD) (-0.31 +/- 0.06 mu mol . kg(-1). min(-1)) became less negative in study I (P < 0.01 vs. basal) and positive during studies II-V when the rise in plasma total amino acid levels was greater than or equal to 50% above basal level (P < 0.01 vs. each preceding study). In conclusion, NOLD, ELF, and LOX exhibit a differential responsiveness to acute changes in substrate availability: 1) small increments (25-50%) in plasma amino acid levels inhibit ELF and stimulate LOX but have no effect on NOLD; 2) stimulation of NOLD is observed only with increments in plasma amino acid levels greater than or equal to 100% above basal values; and 3) increments in plasma amino acid concentrations >100% above basal values cause a progressive dose-related increase in LOX and NOLD but do not induce any further inhibition of ELF.
C1 UNIV TEXAS,HLTH SCI CTR,DEPT MED,DIABET DIV,SAN ANTONIO,TX 78284.
   AUDIE L MURPHY MEM VET ADM MED CTR,SAN ANTONIO,TX 78284.
   UNIV NAPLES 2,INST INTERNAL MED & NEPHROL,NAPLES,ITALY.
OI CASTELLINO, Pietro/0000-0002-9014-2007
NR 30
TC 55
Z9 55
U1 0
U2 1
PU AMER DIABETES ASSOC
PI ALEXANDRIA
PA 1660 DUKE ST, ALEXANDRIA, VA 22314
SN 0012-1797
J9 DIABETES
JI Diabetes
PD APR
PY 1996
VL 45
IS 4
BP 393
EP 399
DI 10.2337/diabetes.45.4.393
PG 7
WC Endocrinology & Metabolism
SC Endocrinology & Metabolism
GA UM981
UT WOS:A1996UM98100002
PM 8603758
ER

PT J
AU LopesVirella, MF
   Klein, RL
   Virella, G
AF LopesVirella, MF
   Klein, RL
   Virella, G
TI Modification of lipoproteins in diabetes
SO DIABETES-METABOLISM REVIEWS
LA English
DT Review
ID LOW-DENSITY-LIPOPROTEIN; MONOCYTE-DERIVED MACROPHAGES; HERITABLE
   HYPERLIPIDEMIC RABBIT; CIRCULATING IMMUNE-COMPLEXES; TUMOR NECROSIS
   FACTOR; SMOOTH-MUSCLE CELLS; SUBCUTANEOUS INSULIN INFUSION;
   NON-ENZYMATIC GLYCOSYLATION; HUMAN-ENDOTHELIAL-CELLS; CHOLESTERYL ESTER
   ACCUMULATION
C1 RALPH H JOHSON DEPT VET AFFAIRS MED CTR,CHARLESTON,SC.
FU NHLBI NIH HHS [HL46815]
NR 180
TC 36
Z9 37
U1 0
U2 1
PU JOHN WILEY & SONS LTD
PI W SUSSEX
PA BAFFINS LANE CHICHESTER, W SUSSEX, ENGLAND PO19 1UD
SN 0742-4221
J9 DIABETES METAB REV
JI Diabetes-Metab. Rev.
PD APR
PY 1996
VL 12
IS 1
BP 69
EP 90
PG 22
WC Endocrinology & Metabolism
SC Endocrinology & Metabolism
GA UJ863
UT WOS:A1996UJ86300006
PM 8861502
ER

PT J
AU Atiya, A
   Moldovan, S
   Adrian, T
   Coy, D
   Walsh, J
   Brunicardi, FC
AF Atiya, A
   Moldovan, S
   Adrian, T
   Coy, D
   Walsh, J
   Brunicardi, FC
TI Intraislet somatostatin inhibits insulin but not islet amyloid
   polypeptide secretion via a subtype-2 somatostatin receptor in the
   isolated perfused human pancreas.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, DEPT SURG, LOS ANGELES, CA 90073 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, DEPT MED, LOS ANGELES, CA 90073 USA.
   UNIV CALIF LOS ANGELES, MED CTR, LOS ANGELES, CA 90024 USA.
   CREIGHTON UNIV, DEPT PHYSIOL, OMAHA, NE 68178 USA.
   TULANE UNIV, DEPT MED, NEW ORLEANS, LA 70118 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1373
EP A1373
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73705464
ER

PT J
AU Chang, L
   Munakata, J
   An, K
   Saba, L
   Naliboff, B
   Procaccino, F
   Mayer, EA
AF Chang, L
   Munakata, J
   An, K
   Saba, L
   Naliboff, B
   Procaccino, F
   Mayer, EA
TI Evidence for the activation of endogenous pain modulation system in
   ulcerative colitis (UC).
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES, HARBOR MED CTR, CTR INFLAMMATORY BOWEL DIS, TORRANCE, CA 90509 USA.
   UNIV CALIF LOS ANGELES, LOS ANGELES, CA 90073 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, DEPT PHYSIOL & MED, CURE DIGEST DIS RES CTR, NEUROENTER BIOL GRP, LOS ANGELES, CA 90073 USA.
NR 0
TC 8
Z9 8
U1 1
U2 1
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A645
EP A645
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73702564
ER

PT J
AU Chen, MC
   Bunnett, N
   Soll, AH
AF Chen, MC
   Bunnett, N
   Soll, AH
TI Endogenous ligands for the epidermal growth factor receptor (EGFR)
   regulate tight junction (TJ) permeability.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES, W LOS ANGELES VET AFFAIRS MED CTR, DIGEST DIS RES CTR, LOS ANGELES, CA 90078 USA.
NR 0
TC 1
Z9 1
U1 0
U2 1
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A80
EP A80
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73700314
ER

PT J
AU Cohen, PA
   Mak, KM
   Kessova, I
   Koivisto, T
   Mishin, VM
   Rosman, AS
   Lieber, CS
AF Cohen, PA
   Mak, KM
   Kessova, I
   Koivisto, T
   Mishin, VM
   Rosman, AS
   Lieber, CS
TI Immunohistochemical determination of cytochrome P4502E1 in
   formalin-fixed, paraffin-embedded liver samples correlates with Western
   blot analysis.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 BRONX VET ADM MED CTR, CTR ALCOHOL RES & TREATMENT, NEW YORK, NY 10468 USA.
   MT SINAI SCH MED, NEW YORK, NY 10468 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1173
EP A1173
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704669
ER

PT J
AU Dohmen, K
   Baraona, E
   Ishibashi, H
   Pozzato, G
   Moretti, M
   Matsunaga, C
   Fujimoto, K
   Lieber, CS
AF Dohmen, K
   Baraona, E
   Ishibashi, H
   Pozzato, G
   Moretti, M
   Matsunaga, C
   Fujimoto, K
   Lieber, CS
TI Ethnic differences in gastric sigma-ADH activity and ethanol first-pass
   metabolism.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 BRONX VET ADM MED CTR, NEW YORK, NY USA.
   MT SINAI SCH MED, NEW YORK, NY USA.
   KYUSHU UNIV, DEPT INTERNAL MED 1, FUKUOKA 812, JAPAN.
   UNIV TRIESTE, INST CLIN MED, I-34127 TRIESTE, ITALY.
   SAGA MED SCH, GI DIV, SAGA, JAPAN.
NR 0
TC 1
Z9 1
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1183
EP A1183
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704707
ER

PT J
AU Eskandari, S
   Marvizon, JC
   Ennes, HS
   Lembo, T
   Mayer, EA
AF Eskandari, S
   Marvizon, JC
   Ennes, HS
   Lembo, T
   Mayer, EA
TI Desensitization of calcium responses of cultured rat dorsal horn neurons
   to substance P.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, DEPT MED,CURE,DIGEST DIS RES CTR, NEUROENTER BIOL GRP, LOS ANGELES, CA 90073 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, DEPT PHYSIOL,CURE,DIGEST DIS RES CTR, NEUROENTER BIOL GRP, LOS ANGELES, CA 90073 USA.
   UNIV CALIF LOS ANGELES, LOS ANGELES, CA 90073 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1070
EP A1070
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704259
ER

PT J
AU Fass, R
   Higa, L
   Kodner, A
   Naliboff, B
   Mayer, EA
AF Fass, R
   Higa, L
   Kodner, A
   Naliboff, B
   Mayer, EA
TI Chronic mucosal inflammation of the esophagus in gastroesophageal reflux
   disease (GERD) is not associated with mechanical hyperalgesia.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, LOS ANGELES, CA 90073 USA.
   UNIV CALIF LOS ANGELES, DEPT MED, CURE, LOS ANGELES, CA 90024 USA.
NR 0
TC 4
Z9 4
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A662
EP A662
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73702631
ER

PT J
AU Gralnek, IM
   Jensen, DM
   Jensen, ME
   Cheng, S
   Gornbein, J
   Kovacs, TOG
   Jutabha, R
AF Gralnek, IM
   Jensen, DM
   Jensen, ME
   Cheng, S
   Gornbein, J
   Kovacs, TOG
   Jutabha, R
TI Direct costs of hospital care in patients with active esophagogastric
   variceal hemorrhage treated with emergency endoscopic sclerotherapy or
   rubber band ligation in a prospective randomized trial.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES, W LOS ANGELES VET AFFAIRS MED CTR, LOS ANGELES, CA USA.
NR 0
TC 2
Z9 2
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1200
EP A1200
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704778
ER

PT J
AU Higa, L
   Kodner, A
   Mayer, EA
   Fass, R
AF Higa, L
   Kodner, A
   Mayer, EA
   Fass, R
TI Stimulus and site specific induction of hiccups in the esophagus of
   normal subjects.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES, DEPT MED, NEUROENTER BIOL GRP, LOS ANGELES, CA 90073 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, DEPT MED, LOS ANGELES, CA 90073 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A678
EP A678
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73702697
ER

PT J
AU Kaneko, H
   Rhue, N
   Nagai, N
   Mori, S
   Yamashita, K
   Yamaguchi, C
   Tache, Y
   Mitsuma, T
AF Kaneko, H
   Rhue, N
   Nagai, N
   Mori, S
   Yamashita, K
   Yamaguchi, C
   Tache, Y
   Mitsuma, T
TI Central distribution and action of adrenomedullin (AM) to induce gastric
   protection against ethanol in rats.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES, W LOS ANGELES VET AFFAIRS MED CTR,DEPT MED,CURE, DIGEST DIS RES CTR, LOS ANGELES, CA USA.
   UNIV CALIF LOS ANGELES, BRAIN RES INST, LOS ANGELES, CA 90024 USA.
   AICHI MED UNIV, DEPT INTERNAL MED 4, NAGAKUTE, AICHI, JAPAN.
NR 0
TC 2
Z9 2
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1087
EP A1087
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704327
ER

PT J
AU Kaneko, H
   Tanaka, S
   Kaunitz, JD
   Nagai, H
   Mitsuma, T
   Tache, Y
AF Kaneko, H
   Tanaka, S
   Kaunitz, JD
   Nagai, H
   Mitsuma, T
   Tache, Y
TI Central corticotropin-releasing factor (CRF)-induced gastric protection
   against ethanol through sympathetic-adrenergic pathways in rats.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES, W LOS ANGELES VET AFFAIRS MED CTR,DEPT MED,CURE, DIGEST DIS RES CTR, LOS ANGELES, CA USA.
   UNIV CALIF LOS ANGELES, BRAIN RES INST, LOS ANGELES, CA 90024 USA.
   AICHI MED UNIV, DEPT INTERNAL MED 4, NAGAKUTE, AICHI, JAPAN.
NR 0
TC 1
Z9 1
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1086
EP A1086
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704326
ER

PT J
AU Kaneko, H
   Nagai, H
   Mitsuma, T
   Tache, Y
AF Kaneko, H
   Nagai, H
   Mitsuma, T
   Tache, Y
TI Central corticotropin-releasing factor (CRF)-stimulated gastric
   bicarbonate secretion through pituitary and sympathetic pathways in
   rats.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, DIGEST DIS RES CTR, CURE, DEPT MED, LOS ANGELES, CA 90073 USA.
   UNIV CALIF LOS ANGELES, BRAIN RES INST, LOS ANGELES, CA 90024 USA.
   AICHI MED UNIV, DEPT INTERNAL MED 4, AICHI, JAPAN.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A148
EP A148
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73700588
ER

PT J
AU Lembo, T
   Munakata, J
   Naliboff, B
   Saba, L
   Mayer, EA
AF Lembo, T
   Munakata, J
   Naliboff, B
   Saba, L
   Mayer, EA
TI Opioids differentially affect human perception of visceral and somatic
   pain.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES, DEPT PHYSIOL & MED, NEUROENTER BIOL GRP, CURE DIG DIS RES CTR, LOS ANGELES, CA 90024 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, LOS ANGELES, CA 90024 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A705
EP A705
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73702805
ER

PT J
AU Lembo, T
   Fullerton, S
   Mayer, EA
AF Lembo, T
   Fullerton, S
   Mayer, EA
TI Is pain the predominant symptom in irritable bowel syndrome (IBS)?
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, DEPT MED, NEUROENTER BIOL GRP, CURE DIGEST DIS RES CTR, LOS ANGELES, CA 90024 USA.
   UNIV CALIF LOS ANGELES, LOS ANGELES, CA 90024 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A705
EP A705
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73702803
ER

PT J
AU Lieberman, DA
   Ippoliti, AF
   Weber, LJ
   Weinstein, WM
AF Lieberman, DA
   Ippoliti, AF
   Weber, LJ
   Weinstein, WM
TI Long-term omeprazole is not associated with an increased incidence of
   colon neoplasia
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 PORTLAND VA MED CTR, DEPT MED, PORTLAND, OR USA.
   UNIV CALIF LOS ANGELES, DEPT MED, LOS ANGELES, CA 90024 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A176
EP A176
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73700699
ER

PT J
AU Mayer, EA
   Munakata, J
   Mandelkern, M
   Hoh, K
   Kodner, A
   Naliboff, B
   Silverman, DHS
AF Mayer, EA
   Munakata, J
   Mandelkern, M
   Hoh, K
   Kodner, A
   Naliboff, B
   Silverman, DHS
TI Correlation of cortical and subcortical brain activation with autonomic
   responses to rectal stimuli in humans
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, DEPT PHYSIOL, LOS ANGELES, CA 90024 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, DEPT NUCL MED, LOS ANGELES, CA 90024 USA.
   UNIV CALIF LOS ANGELES, LOS ANGELES, CA 90024 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, DEPT MED, CURE, NEUROENTER BIOL GRP, LOS ANGELES, CA 90073 USA.
NR 0
TC 2
Z9 2
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A715
EP A715
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73702845
ER

PT J
AU McCracken, JD
   Jacoby, RF
   Kantoci, D
   Murray, ED
   Wechter, WJ
AF McCracken, JD
   Jacoby, RF
   Kantoci, D
   Murray, ED
   Wechter, WJ
TI The effect of R-flurbiprofen on inhibition of polyp formation in the Min
   mouse model.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 LOMA LINDA UNIV, MED CTR, DIV GASTROENTEROL, LOMA LINDA, CA USA.
   LOMA LINDA UNIV, MED CTR, DEPT CHEM ENDOCRINOL, LOMA LINDA, CA USA.
   WILLIAM S MIDDLETON MEM VET ADM MED CTR, MADISON, WI 53705 USA.
NR 0
TC 2
Z9 2
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A555
EP A555
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73702208
ER

PT J
AU Munakata, J
   Silverman, DHS
   Hoh, CK
   Mandelkern, MA
   Blahd, W
   Mayer, EA
AF Munakata, J
   Silverman, DHS
   Hoh, CK
   Mandelkern, MA
   Blahd, W
   Mayer, EA
TI Rectosigmoid sensitization correlates with thalamic response to rectal
   pain: An O-15-water PET study of normal subjects and IBS patients
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES, MED CTR, DEPT MED, LOS ANGELES, CA 90024 USA.
   UNIV CALIF LOS ANGELES, MED CTR, DEPT NUCL MED, LOS ANGELES, CA 90024 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, LOS ANGELES, CA 90073 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A720
EP A720
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73702864
ER

PT J
AU Munakata, J
   Naliboff, B
   Mayer, EA
AF Munakata, J
   Naliboff, B
   Mayer, EA
TI Disease activity in IBS patients correlates with physiological
   alterations
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, DEPT MED, CURE, NEUROENTER BIOL GRP, LOS ANGELES, CA 90024 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, DEPT PHYSIOL, LOS ANGELES, CA 90024 USA.
   UNIV CALIF LOS ANGELES, LOS ANGELES, CA 90024 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A720
EP A720
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73702865
ER

PT J
AU Ren, J
   Brunicardi, FC
   Seensalu, R
   Lloyd, KK
   Wu, SV
   Walsh, JH
AF Ren, J
   Brunicardi, FC
   Seensalu, R
   Lloyd, KK
   Wu, SV
   Walsh, JH
TI Occupation of somatostatin receptor 2A enhances CCK-A receptor mediated
   cAMP response in transfected HEK-293 cells
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 BAYLOR COLL MED, DEPT SURG, HOUSTON, TX 77035 USA.
   UNIV CALIF LOS ANGELES, DEPT MED, CURE DIGEST DIS RES CTR, LOS ANGELES, CA 90073 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, LOS ANGELES, CA 90073 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1111
EP A1111
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704426
ER

PT J
AU Seensalu, R
   Avedian, D
   Barbuti, R
   Song, M
   Walsh, JH
AF Seensalu, R
   Avedian, D
   Barbuti, R
   Song, M
   Walsh, JH
TI Disruption of the actin cytoskeleton by cytochalasin D releases gastrin
   from isolated canine G-cells in primary culture.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, LOS ANGELES, CA 90073 USA.
   UNIV CALIF LOS ANGELES, DEPT MED, DIGEST DIS RES CTR, CURE, LOS ANGELES, CA 90024 USA.
RI Barbuti, Ricardo /H-6277-2015
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1117
EP A1117
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704449
ER

PT J
AU Seensalu, R
   Avedian, D
   Barbuti, R
   Pothoulakis, C
   Slice, L
   Song, M
   Lamont, JT
   Walsh, JH
AF Seensalu, R
   Avedian, D
   Barbuti, R
   Pothoulakis, C
   Slice, L
   Song, M
   Lamont, JT
   Walsh, JH
TI Rho proteins are involved in bombesin stimulated gastrin release from
   isolated canine G-cells in primary culture.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, LOS ANGELES, CA 90073 USA.
   UNIV CALIF LOS ANGELES, DEPT MED, DIGEST DIS RES CTR, CURE, LOS ANGELES, CA 90024 USA.
   HARVARD UNIV, BETH ISRAEL HOSP, SCH MED, BOSTON, MA USA.
RI Barbuti, Ricardo /H-6277-2015
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1117
EP A1117
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704448
ER

PT J
AU Simon, FR
   Fortune, J
   Iwahashi, M
   Stevens, J
   Dahl, R
   Sutherland, E
AF Simon, FR
   Fortune, J
   Iwahashi, M
   Stevens, J
   Dahl, R
   Sutherland, E
TI Differential effect of chronic ethanol feeding on hepatic structure and
   gene expression in male and female rats.
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV COLORADO, HSC, DENVER VAMC, HEPATOBILIARY RES CTR, DENVER, CO 80262 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1327
EP A1327
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73705284
ER

PT J
AU Song, M
   Wong, H
   Ohning, G
   Walsh, JH
AF Song, M
   Wong, H
   Ohning, G
   Walsh, JH
TI Immunohistochemical localization of the gastrin/CCK-B receptor in the
   rat stomach
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES, SCH MED, DEPT MED, CURE, DIGEST DIS RES CTR, LOS ANGELES, CA 90073 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, LOS ANGELES, CA 90073 USA.
NR 0
TC 14
Z9 14
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1120
EP A1120
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704462
ER

PT J
AU Tanaka, S
   Guth, PH
   Kaunitz, JD
AF Tanaka, S
   Guth, PH
   Kaunitz, JD
TI In vivo microscopic study of esophageal mucus gel thickness and blood
   flow during luminal acid challenge in rats
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES, SCH MED, LOS ANGELES, CA USA.
   W LOS ANGELES VET AFFAIRS MED CTR, DEPT MED, CURE, LOS ANGELES, CA 90073 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A274
EP A274
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73701090
ER

PT J
AU Tanaka, S
   Guth, PH
   Kaunitz, JD
AF Tanaka, S
   Guth, PH
   Kaunitz, JD
TI Pentagastrin enhancement of gastric mucosal defenses is related to H-2
   receptor activation but not acid
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, DEPT MED, CURE, LOS ANGELES, CA 90073 USA.
   UNIV CALIF LOS ANGELES, SCH MED, LOS ANGELES, CA USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A274
EP A274
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73701089
ER

PT J
AU Wu, SV
   Yang, M
   Seensalu, R
   McRoberts, J
   Walsh, JH
AF Wu, SV
   Yang, M
   Seensalu, R
   McRoberts, J
   Walsh, JH
TI First intracellular loop of CCK-A receptor is essential for cAMP
   response to CCK in transfected HEK-293 cells
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR, LOS ANGELES, CA 90073 USA.
   UNIV CALIF LOS ANGELES, CTR ULCER RES & EDUC, DEPT MED, DIGEST DIS RES CTR, LOS ANGELES, CA 90073 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A1133
EP A1133
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73704512
ER

PT J
AU Yang, HT
   Walsh, JH
   Wang, YH
   Wang, JD
   Zhou, N
   Zhou, DY
   Wu, SV
AF Yang, HT
   Walsh, JH
   Wang, YH
   Wang, JD
   Zhou, N
   Zhou, DY
   Wu, SV
TI High prevalence of cag positive genotype in H-pylori isolates from
   Chinese subjects
SO GASTROENTEROLOGY
LA English
DT Meeting Abstract
C1 NANFANG HOSP, GUANGZHOU, PEOPLES R CHINA.
   UNIV CALIF LOS ANGELES, SCH MED, DEPT MED, CURE DIGEST DIS RES CTR, LOS ANGELES, CA 90073 USA.
   UNIV CALIF LOS ANGELES, SCH MED, BRI, LOS ANGELES, CA 90073 USA.
   W LOS ANGELES VET AFFAIRS MED CTR, LOS ANGELES, CA 90073 USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU W B SAUNDERS CO-ELSEVIER INC
PI PHILADELPHIA
PA 1600 JOHN F KENNEDY BOULEVARD, STE 1800, PHILADELPHIA, PA 19103-2899 USA
SN 0016-5085
J9 GASTROENTEROLOGY
JI Gastroenterology
PD APR
PY 1996
VL 110
IS 4
SU S
BP A302
EP A302
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UF737
UT WOS:A1996UF73701204
ER

PT J
AU Jensen, DM
   Kovacs, TOG
   Jutabha, R
   Machicado, GA
   Savides, T
   Smith, J
AF Jensen, DM
   Kovacs, TOG
   Jutabha, R
   Machicado, GA
   Savides, T
   Smith, J
TI A safe and effective technique for endoscopic removal of adherent clots
   from GI lesions: Cold guillotining after epinephrine injection.
SO GASTROINTESTINAL ENDOSCOPY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES,DIGEST DIS RES CTR,CURE,LOS ANGELES,CA.
   W LOS ANGELES VET AFFAIRS MED CTR,LOS ANGELES,CA 90073.
   ALTON OCHSNER MED FDN & OCHSNER CLIN,NEW ORLEANS,LA.
RI smith, james/C-9922-2016
NR 0
TC 1
Z9 1
U1 0
U2 0
PU MOSBY-YEAR BOOK INC
PI ST LOUIS
PA 11830 WESTLINE INDUSTRIAL DR, ST LOUIS, MO 63146-3318
SN 0016-5107
J9 GASTROINTEST ENDOSC
JI Gastrointest. Endosc.
PD APR
PY 1996
VL 43
IS 4
BP 25
EP 25
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UH281
UT WOS:A1996UH28100025
ER

PT J
AU Jutabha, R
   Jensen, DM
   Machicado, G
   Hirabayashi, K
AF Jutabha, R
   Jensen, DM
   Machicado, G
   Hirabayashi, K
TI Reliability of endoscopic ultrasound probe imaging of canine abdominal
   veins before and after sclerotherapy in a blinded study.
SO GASTROINTESTINAL ENDOSCOPY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES,MED CTR,W LOS ANGELES VET AFFAIRS MED CTR,DIGEST DIS RES CTR,CURE,LOS ANGELES,CA 90024.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU MOSBY-YEAR BOOK INC
PI ST LOUIS
PA 11830 WESTLINE INDUSTRIAL DR, ST LOUIS, MO 63146-3318
SN 0016-5107
J9 GASTROINTEST ENDOSC
JI Gastrointest. Endosc.
PD APR
PY 1996
VL 43
IS 4
BP 26
EP 26
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UH281
UT WOS:A1996UH28100026
ER

PT J
AU Dea, SK
   Chin, PC
AF Dea, SK
   Chin, PC
TI Clinical outcomes of early feeding after percutaneous endoscopic
   gastrostomy (PEG) placement: A randomized controlled trial.
SO GASTROINTESTINAL ENDOSCOPY
LA English
DT Meeting Abstract
C1 W LOS ANGELES VET AFFAIRS MED CTR,LOS ANGELES,CA 90073.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU MOSBY-YEAR BOOK INC
PI ST LOUIS
PA 11830 WESTLINE INDUSTRIAL DR, ST LOUIS, MO 63146-3318
SN 0016-5107
J9 GASTROINTEST ENDOSC
JI Gastrointest. Endosc.
PD APR
PY 1996
VL 43
IS 4
BP 234
EP 234
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UH281
UT WOS:A1996UH28100234
ER

PT J
AU Jensen, DM
   Kovacs, TOG
   Jutabha, R
   Savides, T
   Cheng, S
   Jensen, ME
   Machicado, GA
   King, J
   Gornbein, J
   Smith, J
AF Jensen, DM
   Kovacs, TOG
   Jutabha, R
   Savides, T
   Cheng, S
   Jensen, ME
   Machicado, GA
   King, J
   Gornbein, J
   Smith, J
TI Initial results of a multicenter, randomized controlled trial (RCT) of
   medical vs combination (Combo) endoscopic therapy for prevention of
   recurrent severe ulcer hemorrhage from non-bleeding adherent clots.
SO GASTROINTESTINAL ENDOSCOPY
LA English
DT Meeting Abstract
C1 UNIV CALIF LOS ANGELES,W LOS ANGELES VET AFFAIRS MED CTR,CURE,DIGEST DIS RES CTR,LOS ANGELES,CA.
   ALTON OCHSNER MED FDN & OCHSNER CLIN,NEW ORLEANS,LA.
RI smith, james/C-9922-2016
NR 0
TC 1
Z9 1
U1 0
U2 0
PU MOSBY-YEAR BOOK INC
PI ST LOUIS
PA 11830 WESTLINE INDUSTRIAL DR, ST LOUIS, MO 63146-3318
SN 0016-5107
J9 GASTROINTEST ENDOSC
JI Gastrointest. Endosc.
PD APR
PY 1996
VL 43
IS 4
BP 245
EP 245
PG 1
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA UH281
UT WOS:A1996UH28100245
ER

PT J
AU Bornstein, SR
   Brown, JW
   Carballeira, A
   Goodman, J
   Scherbaum, WA
   Fishman, LM
AF Bornstein, SR
   Brown, JW
   Carballeira, A
   Goodman, J
   Scherbaum, WA
   Fishman, LM
TI Ultrastructural dynamics of mitochondrial morphology in varying
   functional forms of human adrenal cortical adenoma
SO HORMONE AND METABOLIC RESEARCH
LA English
DT Article
DE human; mitochondria; electron microscopy; ultrastructure; adrenal
   cortex; adrenal adenoma; cortisol; aldosterone; progesterone;
   infertility; Cushing's syndrome; Conn's syndrome
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AB Adrenal cortical mitochondria display an extensive capacity to adapt morphologically to the functional state of the adrenal cortical cell. In the present study, we have used transmission electron microscopy to analyze cortical tissues from 3 normal human adrenal glands (zona fasciculata and zona glomerulosa), and from 8 steroid-secreting adrenal cortical adenomas (3 cortisol-producing, 4 aldosterone-producing, and 1 progesterone-producing tumor), correlating both clinical and biochemical features with cellular ultrastructure. The morphology of mitochondria was related to the enzyme activity and steroid-biosynthetic capacity of each tumor, Cells from aldosterone-producing adenomas demonstrated a large number of elongated tubular mitochondria with characteristic bridging of inner membranes, producing a lamellar-type pattern, Cells from cortisol-producing adenomas showed large round mitochondria with vesicular or tubulovesicular inner membranes surrounded by a characteristic dilated smooth endoplasmic reticulum, A highly unusual progesterone-producing adenoma, in which a deficiency of 21 alpha-hydroxylase activity was demonstrated, showed a peculiar type of enlarged lamellar mitochondria with bright inner matrix and a reduced number of inner membranes. Therefore, the ultrastructural characteristics of adrenal cortical mitochondria appear to be potential markers for the differentiation of steroid-producing adenomas, These studies point to the possibility of a broader use of electron microscopy in the study of adrenal tumors.
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AB We developed a sensitive and quantitative radial diffusion method to ascertain the susceptibility of six strains of Neisseria gonorrhoeae to antimicrobial peptides derived from mammalian leukocytes. The test organisms included the well-characterized serum-resistant FA19 and serum-sensitive F62 strains plus four antibiotic-resistant clinical isolates. Although each N. gonorrhoeae strain was resistant to human neutrophil defensins, all six were exquisitely sensitive to protegrins, a family of small beta-sheet antimicrobial peptides recently identified in porcine leukocytes. Protegrin-treated N. gonorrhoeae became vacuolated and had striking membrane changes when viewed by transmission and scanning electron microscopy. Because low concentrations of protegrins can also inactivate Chlamydia trachomatis and human immunodeficiency virus, they show promise for development as topical agents to avert sexually transmitted diseases.
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AB Proteinuria in diabetic nephropathy has been correlated with reduction in heparan sulfate proteoglycan (HSPG) content of the glomerular basement membrane. We have previously shown that the underlying mechanism probably involves reduction in the synthesis by glomerular epithelial cells. In this study we explored whether high glucose medium regulates basement membrane HSPG gene expression. Northern analysis demonstrated that rat glomerular epithelial cells in vitro constitutively express mRNA for basement membrane HSPG, similar to that observed in rat kidney glomerulus. RNase protection assay showed that incubation of glomerular epithelial cells with 30 mM glucose for 24 h and 7 days resulted in reduction in HSPG mRNA abundance. The decrease in mRNA abundance correlated with reduction in the synthesis of (SO4)-S-35-labeled basement membrane HSPG as measured by immunoprecipitation. Reduction in synthesis of HSPG could not be entirely accounted for by decrease in mRNA abundance, suggesting both transcriptional and posttranscriptional mechanisms may be involved in reduction of glomerular basement membrane HSPG synthesis by glomerular epithelial cells in diabetic nephropathy. (C) 1996 Wiley-Liss, Inc.**
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AB The replicability of previous evidence for differential performance between left and right temporal lobe epileptic patients on the Wisconsin Card Sorting Test (WCST) was evaluated in a new sample of candidates for focal resection. Many subjects obtained high scores on indices of perseveration, which are commonly thought to reflect frontal dysfunction, but there were no differences in performance between patients with language-dominant and nondominant temporal foci. The findings confirm existing evidence that performance decrements on the WCST can be associated with epileptic foci and focal lesions in nonfrontal brain regions.
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AB Ketoconazole and itraconazole were tested in a multilaboratory study to establish quality control (QC) guidelines for yeast antifungal susceptibility testing, Two isolates that had been previously identified as QC isolates for amphotericin B, fluconazole, and flucytosine (Candida parapsilosis ATCC 22019 and Candida krusei ATCC 6258) were tested in accordance with the National Committee for Clinical Laboratory Standards M27-P guidelines, Each isolate was tested 20 times with the two antifungal agents in the five laboratories by using a lot of RPMI 1640 unique to each laboratory as well as a lot common to all five laboratories, thus generating 200 MICs per drug per organism, Overall, 96 to 99% of the MICs for each drug fell within the desired 3-log(2) dilution range (mode +/- 1 log(2) dilution), By using these data, 3-log(2) dilution QC ranges encompassing 98% of the observed MICs for three of the organism-drug combinations and 94% of the observed MICs for the fourth combination were established, These QC ranges are 0.064 to 0.25 mu g/ml for both ketoconazole and itraconazole against C, parapsilosis ATCC 22019 and 0.125 to 0.5 mu g/ml for both ketoconazole and itraconazole against C. krusei ATCC 6258.
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AB This study examined the relationship between personality disorders (PDs) and 7-month treatment outcome in 197 men admitted to methadone maintenance. Subjects reported pervasive improvement, and the amount of improvement did not significantly differ for those subjects with and without PDs. PD subjects entered treatment with more severe self-reported drug, alcohol, psychiatric, and legal problems, and despite progress, remained more problematic in those areas relative to subjects without PDs. Subjects with antisocial PD had admission and 7-month problem status similar to subjects with other PDs. The 7-month urinalysis results for opiates and cocaine showed no significant differences between subjects with and without PDs. Fewer PD subjects stayed in treatment continuously for the 7-month period. Several cluster B PDs--borderline, antisocial, and histrionic-predicted poorest overall outcomes. Methadone-maintained patients with PDs may warrant additional treatment services if they are to approach the functional level of patients without PDs.
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AB Infection of rodents with murine coronavirus JHM results in a subacute or chronic demyelinating disease which serves as a model for the human disease multiple sclerosis. Previous studies with JHMV have established a role for the immune system in both viral clearance and demyelination. To further clarify the role of the immune system in JHMV pathogenesis, several strains of congenitally immunodeficient mice were studied. Infection of immunocompetent C57BL/6 mice with JHMV resulted in severe paralysis and demyelination and complete clearance of infectious virus from the brain (C+D+ phenotype). In contrast, infected SCID mice showed little or no paralysis or demyelination and were unable to clear infectious virus (C-D- phenotype). Athymic nude mice and a proportion of mice lacking MHC Class I or II expression exhibited robust demyelination but did not completely clear infectious virus from the brain (C-D+ phenotype). These results are consistent with an immune-mediated mechanism for JHMV-induced demyelination, but indicate that the immune mechanisms which participate in demyelination and viral clearance are distinct. It may thus be possible to experimentally alter immunopathological responses without impairing antimicrobial immunity.
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AB We used eight adjustable preparations in which the canine atrial tricuspid rings were cut and reconnected electronically by sensing activation on one side of the cut and pacing the other after an adjustable delay. A long delay resulted in a long cycle length (CL) and excitable gap (EG) during reentry. Decreasing delay decreased CL and EG. d-Sotalol (4 mg/l) significantly increased effective refractory period (ERP) and action potential duration with no effects on conduction time during constant 400-msec pacing. During reentry, d-sotalol increased action potential durations more than CLs, so it decreased diastolic intervals. It decreased EG by increasing ERP more than CL. Although d-sotalol increased action potential duration more at longer delays with longer CLs, showing reverse use-dependence, it terminated sustained tachycardias by increasing ERP only for the short delays when the initial EG was short. In 5 of 8 experiments, longer equilibration with d-sotalol produced fixed block at a vulnerable site, so reentry could not be induced at any delays. Fixed block could be transiently reversed by ACh and resolved after washout of d-sotalol. We conclude that d-sotalol terminated reentry by two mechanisms: 1) It terminated sustained reentry by increasing ERP when the initial EG was sufficiently short. 2) In some preparations, it caused fixed block at a vulnerable site, which prevented reentry regardless of the initial EG.
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AB ts1 is a temperature-sensitive mutant of Moloney murine leukemia virus that causes hind-limb paralysis in mice. In tissues of the central nervous systems of paralyzed moribund FVB/N mice, a major component of the unintegrated viral DNA of ts1 consists of highly mobile physical forms of viral-specific DNA (HM DNA). Previous studies with ecotropic virus-specific polarity probes showed that the gp70-coding region of the env gene in the HM DNA was minus-sense single-stranded DNA. The physical forms of the HM DNA have now been characterized in more detail with additional ecotropic virus-specific probes that hybridized to the p15E-coding region of the env gene and two locations within the U3 region of the long terminal repeat. Two major classes of HM DNA were found: class I molecules consist of short minus-sense single-stranded DNA; class II molecules are partial DNA duplexes that are longer than the class I molecules. The two classes of HM DNA molecules are intermediate products of reverse transcription of the viral RNA of ts1. Since tissues that are infected with cytopathic retroviruses may contain high levels of unintegrated viral DNA, the HM DNA may have a role in inducing neurodegeneration in the central nervous systems of mice that are infected with ts1.
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TI Characterization of insulin-like growth factor binding proteins and
   regulation of IGFBP3 in human mesangial cells
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AB IGF-I regulates renal growth and development. Insulin-like growth factor binding proteins (IGFBPs) are synthesized by the kidney and may modulate the local autocrine and/or paracrine actions of IGF-I. We have previously demonstrated that mesangial cells (MC) release IGF-I and IGF-binding activity; however, the specific IGFBPs produced by these cells and the factors involved in their regulation are unknown. We examined MC for expression of IGFBP-1 to -6 mRNAs and proteins. RNase protection assays using total RNA demonstrated that MC express all of the IGFBPs. [I-125]IGF-I Western ligand blot of conditioned medium demonstrated that MC release IGFBPs of 24, 29, 32 kDa, and a doublet at 46 kDa, consistent with IGFBP-4 -5, -2 and -3, respectively. IGFBP species of 28 and 34 kDa were also detected. Since IGF-I and TGF-beta are implicated in glomerular hypertrophy and matrix expansion, we tested their effect on IGFBPs released by MC. IGF-I (100 ng/ml), TGF-beta (2 ng/ml) and forskolin (10(-5) M) differentially regulated the abundance of IGFBPs released in the conditioned medium in a time-dependent manner. IGF-I and TGF-beta were potent inducers of the release of IGFBP3 protein; however, TGF-beta, but not IGF-I, increased IGFBP3 mRNA levels. Recombinant IGFBP3 was tested for its effect on IGF-I-induced mitogenesis. IGFBP3 inhibited IGF-I-stimulated DNA synthesis in a dose-dependent manner with a peak effect observed at 50 nM IGFBP3. Although TGF-beta is a potent inhibitor of IGF-I-stimulated DNA synthesis, this effect is not mediated via IGFBPs. Expression of IGFBP-1 to -6 by MC suggests that these proteins may modulate IGF-I bioavailability in the glomerulus. IGF-I itself, TGF-beta and cAMP agonists may indirectly modulate the effects of IGF-I via the release of IGFBPs by MC.
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AB Objective. To test whether cost-effectiveness analysis and present methods of eliciting health condition ''utilities'' capture the public's values for health care rationing. Design. Two surveys of economics students. The first survey measured their utilities for three states of health, using either analog scale, standard gamble, or time tradeoff. The second survey measured their preferences, in paired rationing choices of the health states from the first survey and also compared with treatment of acutely fatal appendicitis. The rationing choices each subject faced were individualized according to his or her utility responses, so that the subject should have been indifferent between the two conditions in each rationing choice. Results. The analog-scale elicitation method produced significantly lower utilities than the time-tradeoff and standard-gamble methods for two of the three conditions (p < 0.001). Compared with the rationing choices, all three utility-elicitation methods placed less value on the importance of saving lives and treating more severely ill people compared with less severely ill ones (p < 0.0001). The subjects' rationing choices indicated that they placed values on treating severely ill people that were tenfold to one-hundred-thousand-fold greater than would have been predicted by their utility responses. However, the subjects' rationing choices showed internal inconsistency, as, for example, treatments that were indicated to be ten times more beneficial in one scenario were valued as one hundred times more beneficial in other scenarios. Conclusions. The subjects soundly rejected the rationing choices derived from their utility responses. This suggests that people's answers to utility elicitations cannot be easily translated into social policy. However, person-tradeoff elicitations, like those given in our rationing survey, cannot be substituted for established methods of utility elicitation until they can be performed in ways that yield acceptable internal consistency.
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AB Alcohol consumption is associated with increased morbidity and mortality related to infectious diseases and malignancy(1-5), although immune mediation of these relationships is controversial. Specifically, the activity of natural killer (NK) cells, which are involved in the resistance to infections and metastasis, can be suppressed in the presence of ethanol in vitro. However, acute consumption or infusion of ethanol in vivo exerts no effects on NK activity assessed in vitro thereafter. Therefore, we have developed and used a method to study the effects of ethanol on NK activity in living rats by using an NK-sensitive metastatic process and selective depletion of NK cells in vivo. Acute ethanol intoxication caused a-marked suppression of NK activity in vivo and a tenfold increase in the number of MADB106 tumor metastases. Ethanol had no effect in rats selectively depleted of NK cells or when an NK-insensitive tumor (C4047) was used. These findings suggest that even acute ethanol intoxication markedly suppresses NK activity in the living organism. This suppression may underlie some aspects of the association between alcoholism, infectious disease and malignancies.
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AB We determined age-specific and age-adjusted incidence rates and mortality rates of idiopathic Parkinson's disease (PD)in a cohort of men followed for 29 years. Since enrollment in 1965, the Honolulu Heart Study has followed 8,006 American men of Japanese or Okinawan ancestry. Rescreening of the entire cohort, completed in 1994, included attempts to detect all prevalent and incident cases of PD, parkinsonism, and related conditions. PD incidence rates and age-incidence patterns were similar to rates previously published for Caucasian men in Europe and the United States, and were higher than incidence rates published for Asian men living in Asian nations; Prevalence patterns appeared to correspond more closely to patterns observed in developed nations than in Asian nations. PD was associated with markedly increased mortality that appeared to result from effects of both absolute age and disease duration. There was no firm evidence for differences in birth cohort risks of PD. These data may have implications for maturational and environmental theories of PD etiology.
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AB The transplant system has been criticized for not paying enough attention to efficiency in distributing scarce organs. But little research has been done to see how the general public views tradeoffs between efficiency and equity. We surveyed members of the general public to see how they would distribute organs among patients with varying chances of benefiting from them. In addition, we asked subjects to explain their decisions and to tell us about any other information they would have liked in order to make the decisions. We found that the public places a very high value on giving everyone a chance at receiving scarce resources, even if that means a significant decrease in the chance that available organs will save people's lives. Our results raise important questions about whether the aims of outcomes research and cost-effective studies agree with the values of the general public.
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AB Short-term caloric deprivation leads to suppression of TSH secretion in healthy subjects, but the mechanism of this effect is unknown. Since dopamine inhibits TSH secretion at physiologic levels, increased endogenous dopamine activity may cause the TSH suppression observed during fasting. To test this hypothesis, 11 healthy subjects underwent four studies: (1) Baseline-subjects were allowed ad libitum food. (2) MCP-subjects were allowed ad libitum food and received iv metoclopramide (MCP) at 30 mu g/kg/h over 48 h. (3) Easting-subjects received no caloric intake for 56 h. (4) Fasting + MCP-subjects fasted for 56 h, and received iv MCP during the final 48 h of the study. Serum TSH levels were measured every 15 min during the final 24 h of each study, and a TRH stimulation test was performed at the conclusion of each study: 56 h of fasting decreased 24 h mean TSH levels and TSH pulse amplitude by 40%, with blunting of the TSH response to TRH. MCP infusions increased 24 h mean TSH levels and TSH pulse amplitude 26-34%, with no differences between the fasting and nonfasting studies. MCP infusions did not normalize TSH levels, TSH responses to TRH, or serum T-3 levels during fasting. These data suggest that endogenous dopaminergic activity does not play a major role in fasting-induced TSH suppression in healthy subjects.
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AB Androgens are classically considered anabolic agents, and in fact there is abundant evidence in many tissues that corroborates strong positive effects of androgens on proliferation and growth. In bone as well, there is clear evidence that androgen action is associated with an increase in skeletal mass, particularly during growth. Whether androgens can be considered anabolic in the skeleton later in life (when therapeutic increases in bone mass are of most clinical interest) is still a matter of some debate.
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AB Objectives.-To estimate how often physicians receive requests for physician-assisted suicide and euthanasia and to describe a case series of patient requests for physician-assisted suicide and euthanasia, including physician responses to these requests.
   Design.-A mailed, anonymous two-part questionnaire.
   Participants.-A total of 828 physicians returned questionnaires sent to 1453 potential respondents, for a response rate of 57%. Questionnaires were mailed to a random sample (25%) of primary care physicians and all physicians in selected medical subspecialties in Washington State.
   Main Outcome Measures.-The frequency of explicit patient requests for physician-assisted suicide and euthanasia reported by physicians and individual case descriptions of patient characteristics, physician perceptions of patient concerns, and physician responses to patient requests.
   Results.-In the past year, 12% of responding physicians received one or more explicit requests for physician-assisted suicide, and 4% received one or more requests for euthanasia. These physicians provided 207 case descriptions. The diagnoses most often associated with requests were cancer, neurological disease, and the acquired immunodeficiency syndrome (AIDS). The patient concerns most often perceived by physicians were worries about loss of control, being a burden, being dependent on others for personal care, and loss of dignity, Physicians provided assistance more often to patients with physical symptoms. Physicians infrequently sought advice from colleagues, Of 156 patients who requested physician-assisted suicide, 38 (24%) received prescriptions, and 21 of these died as a result. Of 58 patients who requested euthanasia, 14 (24%) received parenteral medication and died.
   Conclusions.-Patient requests for physician-assisted suicide and euthanasia are not rare, As perceived by physicians, the most common patient concerns at the time these requests are made are nonphysical, Physicians occasionally provide these practices, even though they are currently illegal in Washington State. Physicians do not consult colleagues often about these requests. These findings raise the question of how to ensure quality in the evaluation of patient requests for physician-assisted death.
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AB Background: Short-stay hospitalization in older patients is frequently associated with a loss of function, which can lead to a need for postdischarge assistance and longer-term institutionalization. Because little is known about this adverse outcome of hospitalization, this study was conducted to (1) determine the discharge and 3-month postdischarge functional outcomes for a large cohort of older persons hospitalized for medical illness, (2) determine the extent to which patients were able to recover to preadmission levels of functioning after hospital discharge, and (3) identify the patient factors associated with an increased risk of developing disability associated with acute illness and hospitalization.
   Methods: A total of 1279 community-dwelling patients, aged 70 rears and older, hospitalized for acute medical illness were enrolled in this multicenter, prospective cohort study. Functional measurements obtained at discharge (Activities of Daily Living) and at 3 months after discharge (Activities of Daily Living and Instrumental Activities of Daily Living) were compared with a preadmission baseline level of functioning to document loss and recovery of functioning.
   Results: At discharge, 59% of the study population reported no-change, 10% improved, and 31% declined in Activities of Daily Living when compared with the preadmission baseline. At the 3-month follow-up, 51% of the original study population, for whom postdischarge data were available (n=1206),were found to have died (11%) or to report new Activities of Daily Living and/or Instrumental Activities of Daily Living disabilities (40%) when compared with the preadmission baseline. Among survivors, 19% reported a new Activities of Daily Living and 40% reported a new Instrumental Activities of Daily Living disability at follow-up. The 3-month outcomes were the result of the loss of function during the index hospitalization, the failure of many patients to recover after discharge, and the development of new postdischarge disabilities. Patients at greatest risk of adverse functional outcomes at follow-up were older, had preadmission Instrumental Activities of Daily Living disabilities and lower mental status scores on admission, and had been rehospitalized.
   Conclusions: This study documents a high incidence of functional decline after hospitalization for acute medical illness. Although there are several potential explanations for these findings, this study suggests a need to reexamine current inpatient and postdischarge practices that might influence the functioning of older patients.
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AB Purpose. The Charles R. Drew University of Medicine and Science, which is affiliated with the University of California, Los Angeles, UCLA School of Medicine, has a mission to increase the number of physicians pursuing careers in primary care and/or providing care to the underserved. The authors sought to determine whether Drew's initial classes are pursuing career paths consistent with the institution's mission.
   Method. In June 1992 the alumni from the Drew and UCLA classes of 1985 through 1987 were mailed questionnaires to ascertain their specialty choices and practice settings. Responses were analyzed using bivariate analyses and multiple logistic regression.
   Results. The response rates were 89% (402 of 454) for the UCLA graduates and 76% (44 of 58) for the Drew graduates. Bivariate analyses showed that Hispanics, women, older individuals, and Drew graduates were more likely ro choose primary care specialties (p < .001 for each variable). Multiple logistic regression also showed that these variables predicted primary care career choice: for being a Hispanic, odds ratio (OR) = 3.2, 95% CI (1.66, 6.35); for being a woman, OR = 1.9, 95% CI (1.28, 2.97); for being older, OR = .92, 95% CI (.86, .99); and for being a Drew graduate, OR = 2.4, 95% CI (1.09, 5.27). Older graduates practiced in underserved areas more than did younger ones (26% vs 13%, p = .03).
   Conclusion. To some degree, Drew has fulfilled its mission of graduating physicians who are primary care specialists and/or practice in underserved areas; however, the results raise questions regarding possible early influences on career choice.
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AB In chronic rend failure (CRF), plasma concentrations of the products of protein metabolism are increased. Current dietary management is to prescribe a decrease in protein intake. The use of dietary fiber to increase feed excretion of retained metabolites in CRF may be a beneficial adjunct to a low-protein diet (LPD). Colonic bacteria ferment dietary fiber, providing them with energy for growth and nitrogen incorporation, in turn, increasing nitrogen excretion in feces. Sixteen CRF patients consuming an LPD were randomly assigned to receive a supplement of a highly fermentable fiber, gum arabic (50 g/d), or a placebo (1 g pectin/d) in a prospective, single-blind, crossover design. Fecal bacterial mass and fecal nitrogen content were significantly increased during supplementation with gum arabic compared with the baseline LPD or supplementation with pectin. Serum urea nitrogen was significantly decreased during supplementation with gum arabic compared with the baseline LPD or supplementation with pectin. Nitrogen balance did not change significantly.
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AB The tasting of bitter compounds may have evolved as a protective mechanism against ingestion of potentially harmful substances. We have identified second messengers involved in bitter taste and show here for the first time that they are rapid and transient. Using a quench-flow system, we have studied bitter taste signal transduction in a pair of mouse strains that differ in their ability to taste the bitter stimulus sucrose octaacetate (SOA); however, both strains taste the bitter agent denatonium. In both strains of mice, denatonium (10 mM) induced a transient and rapid increase in levels of the second messenger inositol 1,4,5-trisphosphate (IP3) with a maximal production near 75-100 ms after stimulation. In contrast, SOA (100 mu M) brought about a similar increase in IP3 only in SOA-taster mice. The response to SOA was potentiated in the presence of GTP (1 mu M) The GTP-enhanced SOA-response supports a G protein-mediated response for this bitter compound. The rapid kinetics, transient nature, and specificity of the bitter taste stimulus-induced IP3 formation are consistent with the role of IP3 as a second messenger in the chemoelectrical transduction of bitter taste.
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AB Central serotonin (5-HT) and angiotensin (ANG II) stimulate arginine vasopressin (AVP), oxytocin (OT), and adrenocorticotropin (ACTH) secretion and increase blood pressure. Studies were conducted in conscious rats to determine whether neuroendocrine activation by 5-HT requires a brain angiotensinergic intermediate pathway. In the first study, ANG LI formation was inhibited by the angiotensin-converting enzyme inhibitor enalapril before injection of the 5-HT releaser/uptake inhibitor d-fenfluramine. Fenfluramine (2 mg/kg ip) stimulated AVP, OT, corticosterone, and prolactin (PRL) secretion (P < 0.01). Enalapril (60 mg/l in drinking water for 4 days and 10 mg/kg ip 2 h before rats were killed) inhibited only the AVP response (P < 0.01) to d-fenfluramine. In the second study, the effect of intracerebroventricular injection of the 5-HT2A/2C antagonist LY-53857 (10 mu g), or the ANG II AT(1) antagonist DuP-753 (10 mu g), on intracerebroventricular 5-HT (10 mu g)stimulated AVP, OT, ACTH, PRL, renin secretion, mean arterial pressure (MAP) and heart rate (HR) was tested. LY-53857 inhibited the AVP, OT, and ACTH responses to 5-HT (P < 0.01), whereas DuP-753 inhibited only the AVP response (P < 0.01). Intraventricular injection of 5-HT increased MAP and decreased HR. The MAP response was not affected by LY-53857 or DuP-753, and at no time did MAP decline below starting levels. The decreased HR was inhibited by LY-53857 but not by DuP-753. These results demonstrate that 5-HT-induced AVP secretion is mediated selectively via brain angiotensinergic mechanisms by way of the AT(1) receptor.
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TI Elevated methylmalonic acid and total homocysteine levels show high
   prevalence of vitamin B-12 deficiency after gastric surgery
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AB Objective: To determine the prevalence of vitamin B-12 deficiency in patients who have had gastric surgery.
   Design: Cross-sectional study.
   Setting: Philadelphia Veterans Affairs Medical Center.
   Participants: 61 patients who had had gastric surgery and 107 controls.
   Measurements: Serum levels of vitamin B-12 folate, methylmalonic acid, and total homocysteine measured before and after treatment in participants with vitamin B-12 deficiency. Vitamin B-12 deficiency was defined as one of the following: 1) a serum vitamin B-12 level less than 221 pmol/L and an elevated methylmalonic acid level; 2) a serum vitamin B-12 level less than 221 pmol/L and an elevated total homocysteine level that decreased with vitamin B-12 treatment; or 3) in patients unavailable for treatment, a serum vitamin B-12 level less than 221 pmol/L, a folate level greater than 9 nmol/L, and an elevated total homocysteine level.
   Results: Study patients and controls were similar in age, sex, and racial distribution. Nineteen patients (31%) and 2 controls (2%) had vitamin B-12 deficiency (P < 0.001). Twelve (63%) of the 19 vitamin B-12-deficient patients had elevated total homocysteine levels. In all participants with vitamin B-12 deficiency who received treatment (15 of 21). methylmalonic acid and total homocysteine levels decreased substantially, confirming the deficiency before treatment.
   Conclusion: Patients who have had gastric surgery have a high prevalence of vitamin B-12 deficiency. Prompt recognition and treatment of the deficiency with resultant normalization of elevated total homocysteine and methylmalonic acid levels may prevent the development of cardiovascular, hematologic, and neurologic abnormalities. Our data support both frequent screening and vitamin B-12 replacement therapy in patients who have had gastric surgery and have serum vitamin B-12 levels less than 221 pmol/L.
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AB Background and Design: Lymphomatoid papulosis (LyP) and cutaneous Hodgkin's disease share many clinical, histopathologic, and immunohistochemical features. Epstein-Barr virus (EBV) has been implicated in the pathogenesis of several lymphoid malignancies, including Hodgkin's disease. Given the similarities between LyP and Hodgkin's disease, we asked if EBV could be detected in lesions of LyP. We examined 31 specimens of LyP that were obtained from 24 patients for evidence of EBV by in situ hybridization to EBER1 transcripts and for immunohistochemistry of viral latent membrane protein 1 (LMP1).
   Results: In no instance was there any evidence of EBV gene products by either in situ hybridization or immunohistochemistry.
   Conclusions: The absence of EBV in LyP suggests that this virus is not operative in the pathogenesis of LyP. Furthermore, it suggests that LyP and Hodgkin's disease may not share the same molecular mechanisms despite their phenotypic similarities.
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AB Coronary artery bypass grafting (CABG) is being performed all over the world, with major success in the management of ischemic heart disease and angina pectoris, Complications of bypass grafting include partial or total graft reocclusion, and less common entities such as aneurysm or pseudoaneurysm formation, Noninvasive imaging procedures exist which can help include or exclude the presence of these unusual types of complications when mass-like abnormalities are seen on a chest X-ray following coronary artery bypass grafting. This case specifically illustrates the usefulness of ultrafast magnetic resonance imaging techniques in the evaluation and diagnosis of pseudoaneurysm formation at the site of coronary artery bypass graft. (C) 1996 Wiley-Liss, Inc.
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AB Recent and ongoing advances in mapping and isolating human epilepsy genes will: (i) modify the classification of the epilepsies; (ii) base antiepileptic drug development on defined epilepsy mutations; and (iii) spur the development of somatic cell and/or germ line therapy for the fatal progressive myoclonus epilepsies and, eventually, the chronic generalised and partial epilepsies.
   In the next century, advances in these 3 areas will dramatically change the diagnostic, therapeutic and prognostic approach to patients with epilepsy, and will probably eliminate some genetic epilepsies within 2 or 3 generations.
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AB There is a high prevalence of bacterial infections in long term care facilities (4.4 to 16.2%). This, together with the fact that antimicrobial resistance is a big concern in current medical practice, makes infection control so important in nursing home care.
   This article covers the mechanisms of antibacterial resistance and focuses on 4 major antibacterial-resistant bacteria. Vancomycin is the treatment of choice for methicillin-resistant Staphylococcus aureus (MRSA). Colonisation with MRSA is not uncommon in nursing homes and eradication is probably not necessary. Any clinically important enterococcal infection should be tested for high-level resistance. An infectious disease consultation should be sought for vancomycin-resistant enterococcal infections. Gram-negative bacilli have developed multiresistance. Susceptibility testing can identify the most appropriate therapy. Multiresistance should also be considered when treating Streptococcus pneumoniae.
   Overall, handwashing is highly recommended. Barrier precautions, minimising hospitalisations and avoiding unnecessary personnel rotation can reduce the chance of resistance spread.
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AB The development and use of an 8-point, equal-appearing interval scale to describe penetration and aspiration events are described. Scores are determined primarily by the depth to which material passes in the airway and by whether or not material entering the airway is expelled. Intra- and interjudge reliability have been established. Clinical and scientific uses of the scale are discussed.
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TI Histopathology of the enteric neuropathies - From silver staining to
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AB The gut is abundantly supplied with neurons, extrinsic and intrinsic nerve fibers. Knowledge regarding the structure of the enteric nervous system derives principally from the classic silver-staining methods. Because silver stains do not provide information on the molecular constituents of neurons, these data only facilitate classification and may have diagnostic significance. Studies using histochemistry and immunohistochemistry are now completing the morphologic picture and laying the groundwork for the formulation of therapeutic strategies based upon demonstrable chemical defects in enteric disease.
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AB Geriatric assessment has become an established part of medical practice, a trend driven by the growing population of older patients, positive patient outcomes, and increased interest in controlling healthcare costs, Geriatric assessments, is a diagnostic process that can be performed in a variety of clinical settings, including the primary care office. The interdisciplinary assessment team usually includes at least three members: a physician, a nurse, and a social worker. Patients who appear to derive the greatest benefit are over age 75, have mild to moderate disabilities, may be at risk of nursing home placement, and may have a poor social network. For optimal effectiveness, assessment must be coupled with a comprehensive therapeutic plan and long-term follow-up.
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AB Although resistance to insulin-mediated glucose disposal has emerged as a link between abdominal obesity and hypertension, abnormalities of nonesterified fatty acid metabolism may play a greater role. Analyses were performed on existing data from 17 abdominally obese subjects (11 hypertensive, 6 normotensive) to determine whether fatty acid concentration and turnover were related to blood pressure independently of hyperinsulinemia and resistance to insulin-mediated glucose disposal. Glucose utilization, fatty acid concentration, and fatty acid turnover were obtained fasting and during euglycemic hyperinsulinemia at 10 and 40 mU . m(-2) . min(-1). Analyses were also performed on another group of 30 subjects with a wide range of risk factors who had blood pressure data as well as glucose and fatty acid measurements during an insulin tolerance test.
   Fatty acid concentration and turnover were markedly more resistant to suppression by insulin in obese hypertensive than in lean or obese normotensive individuals. In the 17 obese subjects, blood pressure measured at screening, in the laboratory, and over a period of 24 hours correlated significantly with fatty acid concentration and turnover but not with glucose disposal measured during the hyperinsulinemic clamp. These correlations remained significant after fasting insulin, the insulin area under the curve during an oral glucose tolerance test, and glucose disposal during the clamp were controlled for. In the second group of subjects, plasma fatty acids 15 minutes after intravenous insulin also correlated with blood pressure. These correlations remained significant after insulin and an index of sensitivity to insulin-mediated glucose disposal were statistically controlled for. The data indicate that blood pressure is related to the effects of insulin on fatty acid metabolism. The findings raise the possibility that resistance of hormone-sensitive lipase to insulin participates in elevating the blood pressure of abdominally obese hypertensive subjects by increasing fatty acid concentration and turnover.
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AB Interaction of bacterial lipopolysaccharide (LPS) with macrophages results in the Induction of a cascade of cytokines that mediate the varied effects of LPS. An early intracellular signaling event that follows receptor engagement is the activation of transcription factor NF-kappa B. NF-kappa B has been shown to be important for the induction of many LPS-inducible cytokine genes, including tumor necrosis factor alpha, interleukin-1 beta, and interleukin-6. Previously, we and others have shown that the antitumor agent paclitaxel (Taxol) is able to mimic bacterial LPS in its ability to activate murine macrophages, In this report, we have extended these findings by demonstrating that paclitaxel, like LPS, is able to stimulate the translocation of primarily p50-p65 heterodimers of NF-kappa B to the nucleus. This activation is dose dependent and requires a concentration of greater than or equal to 5 mu M paclitaxel. The kinetics of NF-kappa B activation by paclitaxel are slower than those of LPS: by 15 min poststimulation, LPS-induced IVF-KB activation was readily detected, whereas the paclitaxel-induced NF-kappa B activation was minimal. Moreover, paclitaxel- and protein-free LPS-induced translocation of NF-kappa B was seen only in macrophages derived from LPS-responsive C3H/OuJ mice and not from the LPS-hyporesponsive C3H/HeJ mice, a finding that is consistent with those of previous genetic studies linking paclitaxel responsiveness to the Lps gene. Finally, the LPS structural antagonist Rhodobacter sphaeroides diphosphoryl lipid A inhibited both LPS- and paclitaxel-induced NF-kappa B activation, suggesting a common receptor component in this activation.
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AB Atypical presentation of infection is common in older adults, particularly the very old (80+ years), who are frail and suffer from multiple medical problems, including cognitive impairment. Fever is the cardinal manifestation of infection, but this important diagnostic sign may be blunted or even absent in a significant number of infected elderly patients. This article focuses exclusively on aspects of fever in association with aging and elderly persons.
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AB Transforming growth factor-beta (TGF-beta) stimulates the accumulation of extracellular matrix in renal and hepatic disease. Kidney glomerular mesangial cells (GMC) and liver fat-storing cells (FSC) produce latent or inactive TGF-beta. In this study, we characterized the latent TGF-beta complexes secreted by these cells. Human FSC produce a single latent TGF-beta complex, predominantly of the TGF-beta 1 isoform, whereas GMC secrete multiple complexes of latent TGF-beta, containing beta 1 and beta 2 isoforms. At least four forms were identified in GMC using ion exchange chromatography, including a peak not previously described in other cell types which eluted at 0.12 M NaCl, and predominantly of the beta 2 isoform. Both cell types secrete the latent TGF-beta 1 binding protein of 190 kDa, as part of a high molecular weight TGF-beta complex. Epidermal growth factor stimulates the secretion of latent TGF-beta and latent TGF-beta binding protein in both cell types. Secretion of the latent TGF-beta in both cell types was found to be associated with secretion of decorin. This study shows that vascular pericytes from the kidney and the liver have distinctly different profiles of latent TGF-beta complexes, with GMC secreting a unique form of latent TGF-beta 2. The regulatory effect of epidermal growth factor and platelet-derived growth factor has potential implication for the pathophysiology of liver regeneration and chronic liver and kidney diseases. (C) 1996 Wiley-Liss, Inc.
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AB We previously found GH secretion to be higher in black than white men. Therefore, we performed studies to determine whether this racial difference in GH secretion also occurs in women. Measurements of GH were obtained at 20-min intervals over 24 h and analyzed by deconvolution in 12 healthy black and 12 healthy white premenopausal women. Bone mineral density (BMD) was determined by dual energy x-ray absorptiometry, and GM allotypes were measured as a genetic marker for race. Racial distribution of the groups, as determined by analysis of GM haplotypes, were typical for black and white American populations. Twenty-four-hour integrated GH concentration, GH secretory burst amplitude, burst frequency, half-duration, mass, and half-life were not different in the two groups. Serum testosterone was modestly, but significantly, greater in the black than in the white women (1.1 +/- 0.1 vs. 0.9 +/- 0.1 nmol/L; P < 0.05). Serum 17 beta-estradiol and insulin-like growth factor (IGF)-binding protein-3 were not different in the two groups. However, the IGF-I/IGF-binding protein-3 molar ratio was significantly greater in the black than the white women (2.0 +/- 0.1 vs. 1.6 +/- 0.1; P < 0.02). The BMD of total body (1.12 +/- 0.02 vs. 1.07 +/- 0.02 g/cm(2); P < 0.05) and total hip (0.96 +/- 0.04 vs. 0.86 +/- 0.04 g/cm(2); P < 0.05) were greater in the black (n = 13) than in the white (n = 12) women. There was a trend toward greater BMD of the forearm in the black women (0.58 +/- 0.01 vs. 0.56 +/- 0.01 g/cm(2); P = 0.06) and no racial difference in the BMD of the spine. When examining all subjects together, the BMD of the total body, trochanter, and spine correlated with total integrated GH secretion. Thus, the racial difference in GH secretion that we had previously found in men does not occur in women despite the higher BMD values at several skeletal sites in black women.
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TI The effect of castration on steady state levels of luteinizing
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AB Many studies have consistently shown that castration induces a prompt increase in serum levels and pituitary content of the gonadotropins, luteinizing hormone (LH) and follicle-stimulating hormone (FSH), as well as a concomitant rise in steady state levels of the messenger RNAs directing their synthesis. The reports of effects of castration on the overall physiology of hypothalamic luteinizing hormone-releasing hormone (LHRH)-steady state levels of LHRH mRNA, post-translational processing and secretion-have, however, not been consistent.
   The goal of the studies reported here was to provide the first analysis of the effect of castration, at multiple post-operative time points, on steady state levels of LHRH mRNA and on the levels of hypothalamic proLHRH. All these data are correlated with hypothalamic levels of the mature LHRH decapeptide and with serum and pituitary levels of immunoreactive LH and FSH.
   Adult male rats were either castrated or sham-castrated (controls) and then sacrificed at 1, 3, 5, 7, 14, 21 or 28 days postoperatively. As expected, there was a prompt and sustained rise in serum immunoreactive LH and FSH in castrates compared with sham-operated animals. Intrapituitary LH levels rose above levels in the sham-operated animals by 14 days post castration. Intra-pituitary FSH showed a biphasic response, first falling significantly below control levels, then rising above control levels at 21 days.
   Steady state levels of LHRH mRNA in castrates, measured by reverse transcription/polymerase chain reaction, were increased about 2-fold above control levels by 1 day postoperatively, but were virtually identical to control levels at each of the other time points despite marked changes in the gonadotropins.
   ProLHRH content in castrates was 1.8-times that seen in controls at 1 day post castration (P<0.05), concomitant with the rise in steady state levels of LHRH mRNA at that time point. However, proLHRH content in castrates was no different from that seen in controls at each of the later time points examined. LHRH content was' unchanged through 7 days after castration, but then fell significantly to 57% of control levels in hypothalami from animals gonadectomized 14 to 21 days previously (P<0.001 vs control), and to 54% of sham-operated levels at 28 days postoperatively (P<0.001).
   We conclude that: (1) changes in steady state levels of LHRH mRNA after castration are small and transient and (2) increased proLHRH coupled with unchanged LHRH levels at 1 day post castration, and castrate animal proLHRH at control levels coupled with falling LHRH at later post-castration time points indicate that the effect of gonadectomy on post-translational processing of proLHRH to LHRH is, likewise, small and transient.
   In aggregate our data suggest that most of the increase in serum LH and FSH seen in male rats after castration is not mediated at the hypothalamic level.
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AB California Assembly Bill (AB) 3632, passed in 1984, ushered in an era of entitlement to mental health services for schoolchildren with serious emotional disturbances. This article examines the development of the law, the children's public mental health context in Los Angeles County, and the significant impact of the legislation on distribution of mental health services in Los Angeles County and in one Los Angeles area community mental health center Countywide and agency data are presented that document AB 3632 and regular mental health service provision differences in gender age, ethnic, income, and language domains and, at the agency level, an increasing proportion of AB 3632 clients. Implications of AB 3632 service provision in relation to provision of mental health services to children in general are reviewed.
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AB Evidence suggests that phospholipase A(2) (PLA(2)) activation is involved in numerous neuroplastic phenomena, including long-term potentiation. Considering the pharmacological similarities between long-term potentiation and stimulant sensitization, it seems possible that PLA(2) activity also might have a role in the induction of stimulant sensitization. In this study, we have investigated whether PLA(2) inhibition, by quinacrine, has any effects on stimulant-induced behavioral sensitization. Both locomotor and stereotypic behavioral sensitization were dose-dependently blocked in rats pretreated with quinacrine (8-25 mg/kg i.p.) 15 min before cocaine (30 mg/kg i.p.), when tested with cocaine (15 mg/kg i.p) 72 hr later. Similar results also were found with d-amphetamine (2 mg/kg i.p,) sensitization using a 10-day treatment regimen with testing on day 11. The ability of PLA(2) activation, by melittin, to produce cocaine sensitization also was tested. Local injections of melittin (0.1 mu g/0.4 mu l) into the ventral tegmental area sensitized the subsequent stimulation of locomotor activity, stereotypy and nucleus accumbens dopamine release by cocaine, when tested 72 hr later. Local injections of melittin (0.1-1.0 mu g/0.8 mu l) into the nucleus accumbens had a moderate sensitizing effect on locomotion. Quinacrine (16 mg/kg) pretreatment 45 min before intraventral tegmental area melittin injection significantly decreased melittin-induced sensitization of the locomotor and stereotypy response to cocaine. These results indicate that PLA(2) activation may play a role in the induction of stimulant sensitization. It is proposed that PLA(2) activity in mesolimbic dopamine neurons, at the level of the cell bodies and perhaps the nerve terminals, is involved in the biochemical mechanisms mediating the development of stimulant sensitization.
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AB Objective, To investigate the role of citrate in the pathophysiology of arthritides with calcium pyrophosphate dihydrate (CPPD) crystals and/or apatite-like material.
   Methods, Wt: measured citrate concentrations in the plasma and synovial fluid (SF) of 23 joints whose SF contained these crystals and 33 joints without crystals, The SF originated from 25 joints each of patients with rheumatoid arthritis (RA) and primary osteoarthritis (OA) and 10 patients with various other inflammatory joint diseases.
   Results, There was significant correlation between citrate concentrations in the SF and plasma with values globally twice as high in the SF as in the plasma. Citrate concentrations in the SF of patients whose SF contained CPPD crystals and/or apatite-like material were not significantly lower than those without crystals. On the other hand, citrate concentrations were significantly lower in the SF of patients with RA and other inflammatory joint diseases versus those with OA,
   Conclusion, We have no evidence that lower amounts of citrate in SF favor the presence of CPPD crystals or apatite-like material, Our results, however, do suggest a complex regulation of the citrate concentration in SF where cellular metabolic processes and citrates arising from the plasma and neighboring tissues probably interact to produce the levels recorded.
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AB OBJECTIVES: To develop and validate an instrument for stratifying older patients at the time of hospital admission according to their risk of developing new disabilities in activities of daily living (ADL) following acute medical illness and hospitalization.
   DESIGN: Multi-center prospective cohort study.
   SETTING: Four university and two private non-federal acute care hospitals.
   PATIENTS: The development cohort consists of 448 patients and the validation cohort consists of 379 patients who were aged 70 and older and who were hospitalized for acute medical illness between 1989 and 1992.
   MEASUREMENTS: All patients were evaluated on hospital admission to identify baseline demographic and functional characteristics and were then assessed at discharge and 3 months after discharge to determine decline in ADL functioning.
   RESULTS: Logistic regression analysis identified three patient characteristics that were independent predictors of functional decline in the development cohort: increasing age, lower admission Mini-Mental Status Exam scores, and lower preadmission IADL function. A scoring system was developed for each predictor variable and patients were assigned to low, intermediate, and high risk categories. The rates of ADL decline at discharge for the low, intermediate, and high risk categories were 17%, 28%, and 56% in the development cohort and 19%, 31%, and 55% in the validation cohort, respectively. Patients in the low risk category were significantly more likely to recover ADL function and to avoid nursing home placement during the 3 months after discharge.
   CONCLUSION: Hospital Admission Risk Profile (HARP) is a simple instrument that can be used to identify patients at risk of functional decline following hospitalization. HARP can be used to identify patients who might benefit from comprehensive discharge planning, specialized geriatric care, and experimental interventions designed to prevent/reduce the development of disability in hospitalized older populations.
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AB OBJECTIVE: To evaluate differences in functional status and burdens of medical conditions in Mexican American and non-Hispanic white nursing home residents.
   DESIGN AND SETTING: Cross-sectional survey of 17 nursing homes in south Texas.
   PARTICIPANTS: A total of 617 older nursing home residents, of whom 366 were Mexican American and 251 were non-Hispanic white.
   MEASURES: Activities of Daily Living (ADL) status abstracted from standard nurses notes and Burden of Disease abstracted from medical records.
   RESULTS: Mexican American residents had greater numbers of ADL dependencies and poorer overall ADL scores than non-Hispanic white residents. This poor functioning was not explained by age, gender, or marital or educational status. The average number of medical conditions was greater, and specific conditions, such as cerebrovascular disease, recent acute infections, diabetes, hypertension, and anemia, were more common in Mexican American residents compared with non-Hispanic white residents. In models relating function with medical conditions and ethnic group, ADL scores and dependencies were significantly related to bowel and bladder incontinence, cerebrovascular disease, dementia, recent infections, and skin decubiti, but not to ethnic group.
   CONCLUSION: Mexican American nursing home residents are more functionally dependent than non-Hispanic white residents. The difference in function is explained by a greater burden of medical conditions in the Mexican American residents.
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AB OBJECTIVE: To determine whether treatment of asymptomatic bacteriuria in older ambulatory women affects the subsequent development of symptoms of urinary tract infection.
   DESIGN: A controlled clinical trial.
   PARTICIPANTS: Older women not having urinary catheters.
   MEASUREMENTS: Urine cultures every 6 months (the same organism at 10(5) colony-forming units or more per mL on two midstream urine specimens defined asymptomatic bacteriuria) and questionnaire surveys for the new development of symptoms of urinary tract infection (dysuria, frequency, urgency, low back pain with fever) 1, 3, and 6 months after the initial survey.
   RESULTS: Of the 23 initally culture-positive participants receiving antibiotic treatment for asymptomatic bacteriuria, nine were culture positive at 6 months, which contrasts with 18 of 27 who received no treatment or placebo, P = .05. However, symptoms of urinary tract infection were more common in the antibiotic-treated group.
   CONCLUSION: Antibiotic therapy effectively reduced the subsequent occurrence of positive urine cultures, but symptoms were not reduced. Based on this study of morbidity, previous studies failing to show any relation to mortality, and the cost and complications of antibiotic therapy in the older population, treatment of asymptomatic bacteriuria in older women is contraindicated.
C1 MED COLL PENN,PHILADELPHIA,PA 19129.
   HAHNEMANN UNIV,PHILADELPHIA,PA 19102.
   UNIV PENN,SCH MED,CTR CLIN EPIDEMIOL & BIOSTAT,PHILADELPHIA,PA 19104.
RP Abrutyn, E (reprint author), VET AFFAIRS MED CTR,38TH & WOODLAND AVE,PHILADELPHIA,PA 19104, USA.
NR 19
TC 29
Z9 29
U1 0
U2 3
PU WILLIAMS & WILKINS
PI BALTIMORE
PA 351 WEST CAMDEN ST, BALTIMORE, MD 21201-2436
SN 0002-8614
J9 J AM GERIATR SOC
JI J. Am. Geriatr. Soc.
PD MAR
PY 1996
VL 44
IS 3
BP 293
EP 295
PG 3
WC Geriatrics & Gerontology; Gerontology
SC Geriatrics & Gerontology
GA TZ893
UT WOS:A1996TZ89300011
PM 8600199
ER

PT J
AU Levine, BS
   Song, M
AF Levine, BS
   Song, M
TI Pharmacokinetics and efficacy of pulse oral versus intravenous
   calcitriol in hemodialysis patients
SO JOURNAL OF THE AMERICAN SOCIETY OF NEPHROLOGY
LA English
DT Article
DE calcitriol; pharmacokinetics; parathyroid hormone; oral; intravenous
ID CHRONIC RENAL-FAILURE; SECONDARY HYPERPARATHYROIDISM;
   PARATHYROID-HORMONE; PERITONEAL-DIALYSIS; INTERMITTENT; THERAPY;
   1,25-DIHYDROXYCHOLECALCIFEROL; 1,25-DIHYDROXYVITAMIN-D; 1,25(OH)2D3;
   SUPPRESSION
AB Because intravenous (iv) calcitriol has greater bioavailability than oral calcitriol, it may be more efficacious in suppressing parathyroid hormone (PTH) secretion, In this study, the pharmacokinetics and efficacy of pulse oral and iv calcitriol were compared. Patients were randomized to receive 2 mu g of iv or oral calcitriol after each dialysis, Two pharmacokinetic studies (PK1, PK2) were performed 10 days apart, during which the patients received calcitriol after each dialysis. Calcitriol bioavailability was determined from the area under the curve (AUC(time) (interval) ((hours)) in pg/ml per h), After the PK phase, PTH was lowered to < 200 pg/ml by titrating calcitriol to a maximum of 12 mu g/wk over 4 wk. Calcitriol was then maintained for another 18 wk unless serum calcium exceeded 11.5 mg/dL or Ca x P product exceeded 70; when these limits were reached, calcitriol was held and then restarted at a lower dose. After iv administration, peak serum calcitriol exceeded that achieved orally but by 1 h, calcitriol levels were similar. The AUC(0-0.5) (105 +/- 12, iv; 9 +/- 4, oral) and AUC(0.5-1) (68 +/- 6, iv; 30 +/- 7, oral) were higher with iv (P < 0.05), but cumulative AUC(0-48) did not differ. Individual t(1/2) values ranged from 10 to 129 h for PK1 and from 10 to 50 h for PK2, The t(1/2) for oral calcitriol was 38 +/- 14 h for PK1 and 30 +/- 4 h for PK2 (not significant (NS)), The t(1/2) for iv calcitriol was 26 +/- 5 h for PK1 and 19 +/- 3 h for PK2 (NS, PK1 versus PK2 and oral versus iv), When the PK1 oral and iv data were combined, the mean t(1/2) was 32 +/- 7 h whereas the t(1/2) for PK2 (oral and iv) was 22 +/- 3 h (P < 0.05), Baseline PTH levels were 510 +/- 90 pg/mL and 499 +/- 79 pg/mL, oral and iv, respectively, Serum PTH level at 22 wk was not different between oral and iv groups, 153 +/- 38 pg/mL and 214 +/- 124 pg/mL in iv (NS), The percentage of PTH suppression was 66 +/- 7.4% in the oral group and 69 +/- 12% in the iv group (NS), A major degree of serum iPTH suppression occurred during the initial 4 wk of treatment, concomitant with a rise in serum calcium levels. Adverse effects were similar between groups, as were the average dosages of calcitriol and phosphate binders, In conclusion, the efficacy of intravenous and pulse oral calcitriol were similar in hemodialysis patients with secondary hyperparathyroidism. The early rise in serum calcium levels observed with treatment may have contributed significantly to the suppression of serum iPTH levels, The difference in bioavailability between the different routes does not have a clinically apparent effect, The t(1/2) varied widely among individuals, whereas exposure to calcitriol may decrease the t(1/2).
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AB Blood vessels from aged animals and humans have impaired relaxation to beta-adrenergic stimulation. We hypothesized that a loss of stimulatory G protein (Gs) or art increase in inhibitory G proteins (Gi) could explain this impairment Aortic membranes from Fischer 344 rats of 4 age groups (6 week to 24 month) were studied. G-protein levels were initially assessed using cholera and pertussis toxin labeling. There was a marked decline in cholera toxin labeling (which primarily labels Gs alpha) from 6 weeks to 6 months which persisted in 12-month and 24-month animals. Pertussis toxin labeling (which primarily labels Gi alpha) showed only a slight decline with age. Western blotting was performed using specific antibodies for the alpha subunit of Gs, G(1&2), Gi(3), and G beta. There was no significant change in Gs alpha, Gi alpha, or G beta protein levels with age. We conclude there is a loss of cholera toxin-catalyzed ADP ribosylation with age, which does not represent a loss of the stimulatory alpha subunit of G protein. These data suggest that the loss of cholera toxin labeling seen with age may be a marker for loss of Gs alpha function.
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AB The Veterans Health Administration (VHA) is committed to continual refinement of its system of quality measurement. The VHA organizational structure for quality measurement has three levels. At the national level, the Associate Chief Medical Director for Quality Management provides leadership, sets policy, furnishes measurement tools, develops and distributes measures of qualify, and delivers educational programs. At the intermediate level, VHA has four regional offices with staff responsible for reviewing risk management data, investigating quality problems, and ensuring compliance with accreditation requirements. At the hospital level, staff reporting directly to the-chief of staff or the hospital director are responsible for implementing VHA quality management policy. The Veterans Health Administration's philosophy of quality measurement recognizes the agency's moral imperative to provide America's veterans with care that meets accepted standards. Because the repair of faulty systems is more efficient than the identification of poor performers, VHA has integrated the techniques of total quality management into a multifaceted improvement program that also includes the accreditation program and traditional quality assurance activities. VHA monitors its performance by maintaining adverse incident databases, conducting patient satisfaction surveys, contracting for external peer review of 50,000 records per year, and comparing process and outcome rates internally and when possible with external benchmarks. The near-term objectives of VHA include providing medical centers with a quality matrix that will permit local development of quality indicators, construction of a report card for VHA's customers, and implementing the Malcolm W. Baldrige system for quality improvement as the road map for systemwide continuous improvement. Other goals include providing. greater access to data, creating a patient-centered database, providing real-time clinical decision support, and expanding the databases.
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AB Generalized lymphadenopathy developed in a 60-year-old female receiving methotrexate and prednisone for treatment of rheumatoid arthritis, Histologic examination of an enlarged right axillary lymph node revealed effacement of normal architecture by a polymorphic population of lymphocytes. The recognition that the patient was medically immunosuppressed and the similarity of lymph node histology to that of a polymorphic post-transplantation lymphoid proliferation led to suspicion that the adenopathy might represent an immunosuppression-related lymphoid proliferation, This possibility was supported by regression of the adenopathy on discontinuation of methotrexate, despite continued corticosteroid therapy, which is an outcome reminiscent of the remissions observed with reduction of immunosuppressive therapy in post-transplantation lymphoproliferative disorders, Subsequent ancillary laboratory studies of lymph node tissue included genetic probe analysis, which revealed a monoclonal population of B-lymphocytes containing clonal Epstein-Barr virus DNA. In situ hybridization studies performed on lymph node tissue revealed expression of Epstein-Barr virus-encoded RNA 1 transcripts, and immunohistochemical studies revealed expression of Epstein-Barr virus latent membrane protein 1, These ancillary studies confirmed the similarity to post transplantation lymphoproliferative disorder. Although immunosuppression-related lymphoproliferative disorders share features with malignant lymphoma, the possibility of resolution in situations in which immunosuppression can be reversed provides a distinction from true malignancy and is of profound importance in therapeutic decision making.
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AB In the present study we investigated the effect of a selective alpha(1)-adrenergic blocker (doxazosin), an angiotensin-converting enzyme (ACE) inhibitor (captopril), and a calcium channel antagonist (nifedipine) on renal function in hypertensive non-insulin-dependent diabetic patients. 30 NIDD hypertensive patients (age = 50 +/- 3 years; BMI = 30 +/- 1 kg/m(2))(mean +/- SEM) were studied before and after a 12-week period of antihypertensive treatment. Ten patients were treated with doxazosin (Cardura) (2-8 mg once daily or 8 mg b.i.d.), 9 with captopril (Capoten) (25-50 mg b.i.d.), and 11 with nifedipine (Procardia-XL) (30-60 mg once daily). Blood pressure, creatinine clearance, 24-hour urinary protein excretion, fasting plasma glucose concentration and glycosylated hemoglobin were measured before and after drug treatment. Easting plasma glucose and glycosylated hemoglobin (HbA(1c)) were similar in all three groups prior to the start of antihypertensive therapy and did not change significantly from baselline in any treatment groups. In the doxazosin group creatinine clearance rose from 99 +/- 8 to 122 +/- 8 ml/1.73 m(2) . min (p < 0.01), while 24-hour urinary protein excretion declined from 2.66 +/- 0.05 to 1.76 +/- 0.02 mg/day/ml/1.73 m(2) . min (p < 0.01). In diabetics treated with captopril creatinine clearance rose from 93 +/- 6 to 109 +/- 9 ml/1.73 m(2) . min (p < 0.05), while the 24-hour urinary protein excretion fell from 2.70 +/- 0.05 to 2.03 +/- 0.04 mg/day/ml/1.73 m(2) . min (p < 0.05). In patients treated with nifedipine creatinine clearance did not change (97 +/- 6 vs. 94 +/- 7 ml/1.73 m(2) . min), while 24-hour urinary protein excretion decreased from 2.84 +/- 0.04 to 1.95 +/- 0.03 mg/day/ml/1.73 m(2) . min. Systolic and diastolic blood pressure were similar in doxazosin (150 +/- 3/95 +/- 2 mm Hg), captopril(153 +/- 3/93 +/- 1), and nifedipine (155 +/- 4/93 +/- 1) groups prior to the start of antihypertensive therapy and declined to 143 +/- 3/84 +/- 3 (doxazosin), 139 +/- 3/82 +/- 3 (captopril), and 141 +/- 3/84 +/- 1 (nifedipine) mm Hg (all p < 0.01 vs. pretreatment). In summary, both doxazosin and captopril treatment were associated with significant rises in GFR, while all three antihypertensive agents caused a significant decline in proteinuria. These results indicate that alpha-adrenergic blockers, ACE inhibitors, and calcium channel antagonists can safely and effectively be used in the clinical management of non-insulin-dependent diabetic patients with hypertension.
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AB Corticotropin-releasing-factor (CRF) released in the gastrointestinal mucosa from immune cells or enterochromaffin cells may play a role in the modulation of rectal afferent function. In the current study we evaluated the effects of peripherally administered CRP on afferent mechanisms in the human rectum. We used rectal balloon distention in seven healthy volunteers to evaluate the effect of CRF (1 mu g/ kg) on visceral afferents originating in the rectum which are involved in the following functions: thresholds and intensity of conscious perception, receptive relaxation, reflex inhibition of internal anal sphincter and a viscerosomatic reflex. Rectal mechanoreceptors were stimulated either by distending the rectum using a volume ramp (40 and 400 mL/min), or by intermittent phasic distention. CRF decreased the thresholds and increased the intensity for the sensation of discomfort in response to both ramp and phasic distention. During slow ramp distention, CRF also lowered the stool threshold. CRF increased rectal compliance during slow ramp distention without affecting the rare of receptive relaxation or the inflection point of the compliance curve. CRF had no effect on viscerosomatic referral patterns, or on the rectoanal inhibitory reflex. These findings are consistent with a dual effect of CRF on afferent pathways mediating perception of aversive rectal sensations, and on rectal smooth muscle.
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AB Angiotensin-converting enzyme (ACE) inhibitors have been used for more than a decade in the treatment of chronic congestive heart failure, In recent years these agents have been used in patients who survived a myocardial infarction. However, primary care providers are often confused as to which patients would benefit the most, and as a result, these life-prolonging drugs are underutilized. The results of randomized controlled trials evaluating ACE inhibitors' effects on morbidity and mortality in patients with chronic congestive heart failure or acute myocardial infarction were evaluated, Angiotensin-converting enzyme inhibitors clearly improve survival in patients with symptomatic congestive heart failure. This survival benefit is approximately 6 months. In patients with asymptomatic systolic dysfunction, these agents also decrease the number of hospital admissions due to heart failure. Angiotensin-converting enzyme inhibitors also improve survival in all patients who experienced an acute myocardial infarction. With the plethora of evidence regarding the positive effects that this class of drugs has on the quality of life and survival of patients with systolic dysfunction, it is still unclear why clinicians are reluctant to use them more often. Primary care providers need to be educated on how to risk stratify patients to make this therapy more cost effective, and when these agents should be started.
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AB Political leaders of all persuasions are known to make public statements of affiliative allegiance with more form than substance, and to disavow political motivations obvious to the public. Such ''ritual deceptions'' are better understood in the same light as social etiquette-as partly deceptive behaviors that help to bond individuals with conflicting interests. Those who are more open and honest are often punished, more for breaking unspoken rules and taboos than for the actual content revealed, The functions of ritual deception are explicated by sociobiological theory, and the process, by understanding hypnotic transactions. Political deceptions require the active collaboration of subjects, achieved through the same skills used by experienced hypnotists. Deceptive transactions are more likely to occur in internally traumatized societies, and occur along a continuum from ritual deception to overt disinformation, Examples are taken from recent American history, That the content of ritual deception is so close to full awareness suggests its value as a focal point, both for studying the hidden determinants within human politics, and for policy intervention when appropriate.
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AB We evaluated whether veterans who apparently exaggerate their symptoms are more likely to be (a) seeking disability compensation or (b) suffering from more comorbid pathology than nonexaggerating veterans. Fifty-four of 145 (37%) veterans with posttraumatic stress disorder who completed the Minnesota Multiphasic Personality Inventory-2 (J. N. Butcher, W. G. Dahlstrom, J. R. Graham, A. Tellegen, & B. Kaemmer, 1989) were identified as apparent exaggerators, with F (Frequency) - K (Correction) > 13. These participants scored higher than nonexaggerators on self-report measures of various psychological symptoms but were no more likely to be seeking compensation or to have comorbid substance use or other anxiety disorders. Affective disorder was overrepresented among apparent exaggerators, however. Findings support the hypothesis of increased comorbidity among symptom exaggerators as measured by the F - K index but not the commonly held belief that symptom exaggerators are more likely to seek compensation.
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AB We analyzed our urethrography procedure regarding the validity of using the ischial tuberosity line (ITL) as the caudal margin of treatment portals for prostate carcinoma. The distances of the external urethral sphincter and the lowest margin of the opacified urinary bladder were analyzed in one hundred fifteen consecutive urethrograms. None showed the urethral sphincter to be caudal to the ITL. Ten percent of the sphincters were located less than 1.0 cm cephalad to the ITL, yielding inadequate treatment coverage if the ITL was relied on. Arbitrarily considering 2.0 cm or more of the urethral irradiation to be excessive, the use of the ITL would then have resulted in unnecessary normal tissue irradiation of 42.5%. The ITL should not be used as the caudal margin for prostate treatment portals. Variation in sphincter position, as also seen on lateral projections, reveal a need for urethrography as a necessary supplement to computed tomography to plan radiation portals for prostate cancer.
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AB Objective. - To integrate the realization that peptic ulcer most commonly reflects infection with Helicobacter pylori or use of aspirin and other nonsteroidal antiinflammatory drugs (NSAIDs) into a disease management approach.
   Participants. - Guidelines were outlined by the author and presented for review to the American College of Gastroenterology (ACG) Practice Parameters Committee, selected by the president of the ACG, and a panel of experts in peptic ulcer, selected by the committee.
   Evidence and Consensus Process. - These guidelines were formulated following extensive review of the literature obtained by a MEDLINE search and presented for detailed review and revision to unpublicized committee meetings on three occasions and to experts by mail, These recommendations are an official statement of the ACG and have been approved by the American Gastroenterological Association and the American Society for Gastroenterological Endoscopy. Firm recommendations are discriminated from reasonable suppositions pending definitive data.
   Conclusions. - Since cure of H pylori infection decreases recurrence rates and facilitates healing, antibiotic therapy is indicated for all H pylori-infected ulcer patients. No optimal, simple antibiotic regimen has yet emerged. Simultaneous conventional ulcer therapy is recommended to facilitate symptom relief and healing. For refractory ulcers, only maximal acid inhibition offers advantage over continued conventional therapy; cure of H pylori infection is likely to facilitate healing of refractory ulcers. Only with complicated or refractory ulcers should conventional maintenance therapy be continued, at least until successful H pylori eradication is confirmed. A search for NSAID use is indicated for all ulcer patients. For NSAID-associated ulcers these drugs should be discontinued if possible and H pylori, if present, should be cured.
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   fibrillation
SO ARCHIVES OF INTERNAL MEDICINE
LA English
DT Article
ID ORAL ANTICOAGULANT-THERAPY; PROSTHETIC HEART-VALVES; PROTHROMBIN-TIME
   RATIO; INTRACEREBRAL HEMORRHAGE; THROMBOEMBOLIC COMPLICATIONS; DIFFERENT
   INTENSITIES; RISK-FACTORS; WARFARIN; OUTPATIENTS; TRIAL
AB Background: The Stroke Prevention in Atrial Fibrillation II study compared warfarin vs aspirin for stroke prevention in atrial fibrillation. Bleeding complications importantly detracted from warfarin's net effectiveness, particularly among older patients.
   Objectives: To analyze bleeding complications according to assigned therapy. To identify risk factors for bleeding during anticoagulation.
   Methods: Eleven hundred patients (mean age, 70 years) were randomized to 325 mg of aspirin daily (enteric coated) vs warfarin (target prothrombin time ratio, 1.3 to 1.8; approximate international normalized ratio, 2.0 to 4.5). Major hemorrhages were defined prospectively.
   Results: The rate of major bleeding while receiving warfarin was 2.3% per year (95% confidence interval [CI], 1.7 to 3.2) vs 1.1% per year (95% CI, 0.7 to 1.8) while receiving aspirin (relative risk, 2.1; 95% CI, 1.1 to 3.1; P=.02). Intracranial hemorrhage occurred at 0.9% per year (95% CI, 0.5 to 1.5) with warfarin and 0.3% per year (95% CI, 0.1 to 0.8) with aspirin (relative risk, 2.4; P=.08). Age (P=.006), increasing number of prescribed medications (P=.007), and intensity of anticoagulation (P=.02) were independent risks for bleeding at any site during anticoagulation. The rate of major hemorrhage was 1.7% per year in patients aged 75 years or younger who received anticoagulation vs 4.2% per year in older patients (relative risk, 2.6, P=.009); rates by age for intracranial bleeding were 0.6% per year and 1.8% per year, respectively (P=.05).
   Conclusion: Advancing age and more intense anticoagulation increase the risk of major hemorrhage in patients given warfarin for stroke prevention.
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TI Plasma GABA predicts acute response to divalproex in mania
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AB Bipolar I, manic phase inpatients were treated with divalproex sodium, lithium, or placebo in a previously reported parallel group multicenter, double-blind, randomized controlled acute phase treatment trial. Plasma concentrations of gamma aminobutyric acid (GABA) were measured before and after treatment. Higher pretreatment plasma GABA levels were significantly (p = .04) related to a better clinical response to divalproex (n = 19). Pretreatment plasma GABA levels did not correlate with response to either lithium (n = 13) or placebo (n = 31). Following treatment with divalproex sodium, plasma GABA levels decreased significantly (p < .05), compared to placebo. Pretreatment plasma GABA levels were not related to overall severity of manic symptoms. Plasma GABA may predict response to pharmacologic agents acting on the GABA system.
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AB Osteolytic bone destruction and its complications, bone pain, pathologic fractures, and hypercalcemia, are a major source of morbidity and mortality in patients with multiple myeloma. The bone destruction in multiple myeloma is due to increased osteoclast (OCL) activity and decreased bone formation in areas of bone adjacent to myeloma cells. The mechanisms underlying osteolysis in multiple myeloma in vivo are unclear. We used a human plasma cell leukemia cell line, ARH-77, that has disseminated growth in mice with severe combined immunodeficiency (SCID) and expresses IgG kappa, as a model for human multiple myeloma. SCID mice were irradiated with 400 rads and mice were injected either with 10(6) ARH-77 cells intravenously (ARH-77 mice) or vehicle 24 hours after irradiation. Development of bone disease was assessed by blood ionized calcium levels, x-rays, and histology. All ARH-77, but none of control mice that survived irradiation, developed hind limb paralysis 28 to 35 days after injection and developed hypercalcemia (1.35 to 1.46 mmol/ L) a mean of 5 days after becoming paraplegic. Lytic bone lesions were detected using x-rays in all the hypercalcemic mice examined. No lytic lesions or hypercalcemia developed in the controls. Controls or ARH-77 mice, after developing hypercalcemia, were then killed and bone marrow plasma from the long bones was obtained, concentrated, and assayed for bone-resorbing activity. Bone marrow plasma from ARH-77 mice induced significant bone resorption in the fetal rat long bone resorption assay when compared with controls (percentage of total Ca-45 released = 35% +/- 4% v 11% +/- 1%). Histologic examination of tissues from the ARH-77 mice showed infiltration of myeloma cells in the liver and spleen and marked infiltration in vertebrae and long bones, with loss of bony trabeculae and increased OCL numbers. Interestingly, cultures of ARH-77 mouse bone marrow for early OCL precursors (colony-forming unit-granulocyte-macrophage [CFU-GM]) showed a threefold increase in CFU-GM from ARH-77 marrow versus controls (185 +/- 32 v 40 +/- 3 per 2 x 10(5) cells plated). Bone-resorbing human and murine cytokines such as interleukin-6 (IL-6), IL-1 alpha or beta, TGF alpha, lymphotoxin, and TNF alpha were not significantly increased in ARH-77 mouse sera or marrow plasma, compared with control mice, although ARH-77 cells produce IL-6 and lymphotoxin in vitro. Conditioned media from ARH-77 cells induced significant bone resorption in the fetal rat long bone resorption assay when compared with untreated media (percentage of total Ca-45 released = 22% +/- 2% v 11% +/- 1%). This effect was not blocked by anti-IL-6 or antilymphotoxin (percentage of total Ca-45 released = 19% +/- 1% and 22% +/- 1%, respectively). Thus, we have developed a model of human multiple myeloma bone disease that should be very useful to dissect the pathogenesis of the bone destruction in multiple myeloma. (C) 1996 by The American Society of Hematology.
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AB C57BL/6J-Min/+ mice (n = 56), heterozygous for a nonsense mutation in the Apc gene, sere randomized at weaning to seven groups, including groups treated with piroxicam at 0, 50, 100, and 200 ppm in the AIN93G diet. After only 6 weeks of treatment, intestinal adenomas and aberrant crypt foci were counted, and serum levels of piroxicam and thromboxane B-2 were quantitated. Tumor multiplicity was decreased in a dose-dependent manner from 17.3 +/- 2.7 in the control to 2.1 +/- 1.1 (12%) in the high-dose piroxicam group (P < 0.001). Thromboxane B-2 levels in plasma also decreased monotonically in parallel to the decrease in tumor multiplicity, consistent with the prostaglandin inhibitory effect of piroxicam. The Min mouse model demonstrates that the nonsteroidal anti-inflammatory drug piroxicam has strong biological and therapeutic effects, potentially useful for prevention of the early adenoma stage of tumor development.
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AB The role of the glomerular visceral epithelial cell in the physiologic turnover and pathologic breakdown of the glomerular extracellular matrix has remained largely unexplored. Tn this study a 98-kD neutral proteinase secreted by cultured rat visceral glomerular epithelial cells was shown to be a calcium, zinc-dependent enzyme secreted in latent form. In addition, the protein was heavily glycosylated and demonstrated proteolytic activity against Type I gelatin, Type TV collagen gelatin, and fibronectin. The similarity in molecular mass and substrate specificities to the 92-kD human matrix metalloproteinase-9 (MMP-9, or gelatinase B) suggested the identity of this activity, which was confirmed by immunoprecipitation and Northern blot analysis. The differences in molecular mass (98 vs. 92 kD) were not due to species-specific differences in glycosylation patterns. since cultured rat peritoneal macrophages secreted MMP-9 as a 92-kD enzyme. Furthermore, transfection of the human MMP-9 cDNA into rat glomerular epithelial cells yielded the 98-kD product. Using a specific monoclonal anti-MMP-9 antibody and in situ reverse transcription (ISRT) analysis of MMP-9 mRNA, the expression of this enzyme was evaluated in vivo. Normal rat glomeruli expressed little immunohistochemical or ISRT staining for MMP-9, while in rats with passive Heymann nephritis there was a major increase in MMP-9 protein and mRNA staining within the visceral epithelial cells. The temporal patterns of MMP-9 expression correlated with the period of proteinuria associated with this model, suggesting that a causal relationship may exist between GEC MMP-9 expression and changes in glomerular capillary permeability.
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AB Background. Clinical trials of antiretroviral drugs can take years to complete because the outcomes measured are progression to the acquired immunodeficiency syndrome (AIDS) or death. Trials could be accelerated by the use of end points such as changes in CD4+ lymphocyte counts and plasma levels of human immunodeficiency virus type 1 (HIV-1) RNA and beta(2)-microglobulin, but there is uncertainty about whether these surrogate measures are valid predictors of disease progression.
   Methods. We analyzed data from the Veterans Affairs Cooperative Study on AIDS, which compared immediate with deferred zidovudine therapy. Patients' plasma levels of HIV-1 RNA and beta(2)-microglobulin were measured in stored plasma.
   Results. Among the 129 patients in the immediate-treatment group, 34 had disease that progressed to AIDS, as compared with 57 of the 141 patients in the deferred-treatment group (P=0.03). Progression to AIDS correlated strongly with base-line CD4+ lymphocyte counts (P=0.001) and plasma levels of HIV-1 RNA (P<0.001), but not with base-line levels of beta(2)-microglobulin (P=0.14). A decrease of at least 75 percent in the plasma level of HIV-1 RNA over the first six months of zidovudine therapy accounted for 59 percent of the benefit of treatment, defined as the absence of progression to AIDS (95 percent confidence interval, 13 to 112 percent). Plasma beta(2)-microglobulin levels and CD4+ lymphocyte counts explained less of the effect of treatment. A 75 percent decrease in the plasma HIV-1 RNA level plus a 10 percent increase in the CD4+ lymphocyte count could explain 79 percent of the treatment effect (95 percent confidence interval, 27 to 145 percent).
   Conclusions. Treatment-induced changes in the plasma HIV-1 RNA level and the CD4+ lymphocyte count, taken together, are valid predictors of the clinical progression of HIV-related disease and can be used to assess the efficacy of zidovudine and possibly other antiretroviral drugs as well. (C) 1996, Massachusetts Medical Society.
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AB Background: Multi-drug regimens are generally required to reliably cure Helicobacter pylori infection, Metronidazole, clarithromycin and omeprazole has proven to be an effective combination therapy with a cure rate of 90% or greater.
   Methods: We evaluated a 14-day combination regimen for H, pylori infection consisting of metronidazole 500 mg b.d., clarithromycin 250 mg b.d. and ranitidine 300 mg b.d, (MRC) instead of omeprazole, Ranitidine alone was continued for an additional 4 weeks, H, pylori status was determined by rapid urease testing, histopathology using the Genta stain, and by culture at entry and 4 weeks after completing antimicrobial therapy.
   Results: Twenty-seven patients with documented peptic ulcer disease and H. pylori infection were treated. Five had previously failed macrolide-based antimicrobial therapy; none had received metronidazole. All ulcers were healed at week 6 except one patient taking naproxen; his H, pylori infection was cured, Overall, H. pylori infection was cured in 78% (95% CI = 58-91%). In patients with clarithromycin-sensitive isolates, the cure rate was 20 of 23 (87%, 95% C.I. = 66-97%); only one of four patients (25%) with clarithromycin-resistant isolates was cured, In contrast, four of five patients with metronidazole-resistant isolates were cured (80%), In patients with isolates sensitive to both antibiotics, the cure rate was 16 of 18 (89%, 95% C.I. = 65-99%), Mild side effects were reported by 27%, including diarrhoea and altered taste. Compliance averaged 98%.
   Conclusion: These results suggest that the combination of metronidazole, ranitidine and clarithromycin results in high cure rates in patients with clarithromycinsensitive isolates, Omeprazole may not be required for Bazzoli's triple therapy; and large multicentre comparative trials are indicated.
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AB Mucinous ductal ectasia is a recently defined neoplasm of the pancreas characterized by excessive mucin production, The natural history of this entity is unknown, and only two cases in people over the age of 80 yr have appeared in the literature, In this report, we review the literature on mucinous ductal ectasia and present the first report of an octogenarian who was successfully treated by the Whipple procedure.
C1 UNIV WISCONSIN,DEPT SURG,MADISON,WI 53792.
   UNIV WISCONSIN,DEPT PATHOL,MADISON,WI 53792.
   WILLIAM S MIDDLETON MEM VET ADM MED CTR,MADISON,WI.
RP Block, KP (reprint author), UNIV WISCONSIN,DEPT MED,GI DIV,DIV GASTROENTEROL,ROOM H6-516,CSC,600 HIGHLAND AVE,MADISON,WI 53792, USA.
NR 15
TC 5
Z9 5
U1 0
U2 0
PU WILLIAMS & WILKINS
PI BALTIMORE
PA 351 WEST CAMDEN ST, BALTIMORE, MD 21201-2436
SN 0002-9270
J9 AM J GASTROENTEROL
JI Am. J. Gastroenterol.
PD FEB
PY 1996
VL 91
IS 2
BP 388
EP 390
PG 3
WC Gastroenterology & Hepatology
SC Gastroenterology & Hepatology
GA TV544
UT WOS:A1996TV54400036
PM 8607515
ER

PT J
AU Luzi, L
   Castellino, P
   DeFronzo, RA
AF Luzi, L
   Castellino, P
   DeFronzo, RA
TI Insulin and hyperaminoacidemia regulate by a different mechanism leucine
   turnover and oxidation in obesity
SO AMERICAN JOURNAL OF PHYSIOLOGY-ENDOCRINOLOGY AND METABOLISM
LA English
DT Article
DE insulin resistance; amino acids; protein synthesis; proteolysis
ID CHAIN AMINO-ACIDS; PROTEIN-SYNTHESIS; SUBSTRATE AVAILABILITY; INDIRECT
   CALORIMETRY; METABOLISM; PLASMA; GLUCOSE; CARBOHYDRATE; NIDDM; FAT
AB Seven normal glucose-tolerant obese subjects [ideal body weight (IBW) = 161%] and 18 controls (IBW = 102%) were studied with the euglycemic insulin damp (10 and 40 mU . m(-2). min(-1)) technique, [C-14]leucine infusion, and indirect calorimetry to examine if the insulin resistance with respect to glucose metabolism extends to amino acid/protein metabolism. In the basal state, total plasma amino acid and leucine concentrations, endogenous leucine flux (ELF), leucine oxidation (LO), and nonoxidative leucine disposal (NOLD) were similar in obese and control subjects. During both low (10 mU . m(-2). min(-1))- and higher (40 mU . m(-2). min(-1))-dose insulin clamp studies, insulin-mediated glucose uptake was reduced in obese vs. control subjects (P < 0.01). During the last hour of the higher-dose insulin clamp step, the decrease in total plasma amino acids, branched-chain amino acids, and leucine concentration was impaired in obese vs. control subjects (P < 0.01). However, suppression of ELF and NOLD was similar in both groups. During the low-dose insulin clamp, the decrease in plasma leucine concentration, LO, and ELF all were impaired (P < 0.01). A second study was performed in which the total plasma amino acid concentration was increased two- to threefold in both groups. Under these conditions of low plasma insulin/high amino acid levels, LO and NOLD increased similarly in obese and control subjects. In conclusion, insulin resistance is a common feature of both glucose and protein metabolism in obesity. The defect in protein metabolism is characterized by an impairment of the ability of insulin to inhibit proteolysis; the stimulatory effect of hyperaminoacidemia on protein synthesis is intact in obesity.
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AB Objective: This study explored the relationship between aggressive behavior and other neuropsychiatric symptoms in patients with Alzheimer's disease. Method: Consecutively assessed outpatients with probable or possible Alzheimer's disease (N=75) were assessed with the Behavioral Pathology in Alzheimer's Disease Rating Scale and the Hamilton Depression Rating Scale. Results: Twenty-five patients (33%) had verbal outbursts and 23 patients (17%) engaged in physical aggression in the month prior to assessment. Aggressive patients and nonaggressive patients did not differ regarding age, education, gender, level of depression, or severity of dementia. In she entire group, dysphoria was found in 33%, delusional ideation in 39%, and hallucinations in 16%. Aggressive behavior was more frequent among patients with hallucinations than among those without. Scores on hallucinations and activity disturbance predicted 12% of the variance in total aggressive behavior. When data from patients taking psychotropic medication were excluded from the analysis, hallucination and delusion scores predicted 22% of the variance in the aggression score. Physical aggression was associated with activity disturbance and hallucinations, and verbal aggression was associated with delusional ideation. No other clinical correlates of aggression were identified. Conclusions: Aggressive behavior is a frequent behavioral symptom in Alzheimer's disease. About one-fourth of the variance in aggression could be attributed to psychosis.
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AB Lung liquid conductance (K-f) is calculated as the quotient of lung lymph flow divided by net filtration pressure (Pnf), where Pnf is the balance of osmotic and hydrostatic pressures in the lung microcirculation. In protein depletion, lymph flow rises with little change in Pnf, suggesting that calculated K-f also rises. However, several previous reports have concluded that protein depletion causes little change in K-f, leaving open the question of how lung lymph flow can rise in protein depletion with little change in Pnf. To address this, we measured K-f in sheep following two kinds of protein depletion: batch plasmapheresis (BP; n = 5) and thoracic duct drainage (TD; n = 5). Both methods lowered plasma protein concentrations by 30%, and raised lung lymph flows by 55%. Lung microvascular hydrostatic pressures and plasma-to-lymph osmotic pressure gradients both changed by 1 to 2 mm Hg. With BP, calculated K-f rose from 0.26 +/- 0.09 at baseline to 0.50 +/- 0.20 on Day 1, and to 0.39 +/- 0.27 ml/mm Hg/30 min on Day 2 (p less than or equal to 0.05). With TD, calculated K-f rose from 0.28 +/- 0.13 at baseline to 0.43 +/- 0.19 on Day 1, and to 0.43 +/- 0.19 ml/mm Hg/30 min on Day 2 (p less than or equal to 0.05). Calculated K-f rose because filtration increased even though the hydrostatic and osmotic driving forces responsible for filtration changed little. This is puzzling because it suggests that lymph flow rose with little or no change in the forces affecting filtration. Our findings contradict several previous reports that concluded that protein depletion produces little or no change in calculated K-f.
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AB Objective-To determine whether ferrets naturally infected with Helicobacter mustelae were hypergastrinemic, compared with ferrets that were specific-pathogen-free (SPF) for H mustelae.
   Design-Plasma gastrin concentrations in H mustelae infected and SPF ferrets were measured at 3 time points and compared to determine whether H mustelae was associated with hypergastrinemia.
   Animals-21 H mustelae-infected ferrets and 10 SPF ferrets,
   Procedure-The H mustelae status of the ferrets was confirmed prior to commencement of the study. Gastric endoscopy was used to obtain gastric mucosal pinch biopsy specimens that were processed for rapid-urease assay, microaerophilic culturing, and histologic evaluation. Plasma gastrin concentrations were determined at 3 time points: baseline after a 12-hour nonfeeding period, and 30 and 60 minutes after oral administration of a standardized meal. Gastrin was measured by radioimmunoassay.
   Results-The results for the H mustelae-infected group (mean +/- SEM pg/ml) were: baseline, 54.4 +/- 2.56; 30 minutes, 94.5 +/- 6.05; and 60 minutes, 82.6 +/- 5.73. The SPF group results were: baseline, 55.8 +/- 7.35; 30 minutes, 80.8 +/- 5.77; and 60 minutes, 59.7 +/- 4.95. There was a significant (P < 0.01) difference at the 60-minute time point between the 2 groups of animals. The H mustelae group had a 17% higher mean gastrin value al 30 minutes.
   Conclusions-Helicobacter mustelae is associated with hypergastrinemia in ferrets.
   Clinical Relevance-Helicobacter-induced hypergastrinemia may be related to the pathogenesis of peptic ulcer disease in ferrets.
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AB Objective: To determine 1) whether patients with coccidioidal meningitis who had achieved remission with oral azole therapy were cured and 2) when oral atole therapy could be discontinued in these patients.
   Design: Data were gathered on patients with coccidioidal meningitis who had successfully responded to atole therapy in previous clinical trials.
   Setting: Referral centers, including university, county, and veterans' hospitals and clinics.
   Patients: 18 patients in whom atole therapy for meningitis had been discontinued, usually because of a presumption of cure.
   Main Outcome Measures: Clinical and cerebrospinal fluid relapse.
   Results: 14 of 18 patients (78% [95% CI, 52% to 94%]) had relapse with disseminated disease after discontinuation of therapy, for a total of 1 nonmeningeal and 15 meningeal relapses to date. Relapse occurred both soon and late (range, 0.5 to 30 months) after therapy was discontinued. The characteristics of patients who did not have relapse, including the particular atole used, the duration of therapy, the reason therapy was discontinued, and the cerebrospinal fluid indices before discontinuation, were similar to the characteristics of patients who had relapse. Relapse had serious consequences in some patients; 3 patients died.
   Conclusion: Our data suggest 1) that disease is only suppressed in patients with meningitis who achieve remission while receiving atole therapy and 2) that discontinuing atole therapy is unsafe. The alternative is lifelong treatment with azoles; this appears to be acceptable, because toxicity is uncommon with triazole therapy, even longterm triazole therapy.
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AB Juvenile myoclonic epilepsy is a common type of idiopathic generalized epilepsy characterized by myoclonic, generalized tonic-clonic, and in 30% of patients, absence seizures. We studied a three-generation pedigree of 33 members, 10 of whom were clinically affected with juvenile myoclonic epilepsy or presented with subclinical electroencephalographic (EEG) 3.5- to 6.0-Hz diffuse polyspike-wave or spike-wave complexes. Juvenile myoclonic epilepsy and the EEG trait segregated as an autosomal dominant trait with 70% penetrance. Linkage analysis using this model showed significant linkage to four microsatellite markers centromeric to human leukocyte antigen (HLA) in chromosome Gp. Maximum lod scores of 3.43 at theta(m=f) = 0.00 for D6S272, D6S466, D6S257, and D6S402 were obtained. Recombinant events in 2 affected members defined the gene region to a 43-cM interval Banked by D6S258 (HLA region) and D6S313 (centro-mere). Our results in this large family provide evidence that a gene responsible for juvenile myoclonic epilepsy and the subclinical, 3.5- to 6.0-Hz, polyspike-wave or spike-wave EEG pattern is located in chromosome 6p.
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AB Background: Herpes simplex virus (HSV) is a common neurotropic virus that is capable of long latencies. It can cause focal demyelination in animals.
   Objective: To test for the presence of HSV-1 and -2 in postmortem brain samples from patients with multiple sclerosis (MS) and controls using polymerase chain reaction and Southern blot hybridization.
   Methods: Dissected plaque tissue classified as active or inactive and unaffected white matter (WM) and gray matter (GM) from 37 cases of MS were screened for HSV using polymerase chain reaction and Southern blot hybridization. White matter and GM from 22 cases of Alzheimer's disease, 17 cases of Parkinson's disease, and 22 cases without neurologic disease served as controls.
   Results: Forty-six percent (17/37) of the MS cases and 28% (17/61) of the control cases had samples that were positive for HSV (P=.11). Forty-one percent (9/22) of active plaques and 20% (6/30) of inactive plaques were positive for HSV. Twenty-four percent (9/37) and 14% (5/37) of MS cases and 23% (14/61) and 13% (8/61) of non-MS cases had HSV in WM and GM, respectively. No significant differences were found among all subgroups (P=.10).
   Conclusions: Herpes simplex virus was present in more MS cases than control cases and in more active plaques than inactive plaques. The presence of HSV in WM and GM in cases of MS as well as in control cases makes an etiologic association to the MS disease process uncertain, but cellular localization of HSV and its relationship to oligodendrocytes and latency may reveal such an association in future studies.
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AB Autoantibodies to oxidized LDL have been reported in normal subjects and in patients with arteriosclerosis, but their possible pathogenic role is not yet well defined. One important problem is the existence of contradictory data reported by different groups concerning the associations between antioxidized LDL autoantibodies and the presence or progression of arteriosclerotic lesions. Such contradictions led us to decide to isolate and characterize antioxidized LDL antibodies by affinity chromatography with the use of oxidized LDL cross-linked to Sepharose. Antioxidized LDL antibodies were isolated from selected serum samples obtained from eight subjects. Seven of them (six patients and one control subject) had high levels of antioxidized LDL antibody during screening. The other subject, a healthy volunteer, had a low level of antibody. All purified antibodies contained IgG (of subclasses 1 and 3) as the predominant isotype and were primarily specific for oxidized LDL but showed some cross-reactivity with malondialdehyde-modified LDL and native LDL. Two of the purified antibodies cross-reacted with cardiolipin. We determined average dissociation constants for the antioxidized LDL antibodies purified from five individuals, which varied between 2.4x10(-7) and 7.5x10(-7) mol/L, whereas the average dissociation constant of rabbit hyperimmune anti-LDL antibody was determined to be 2.7x10(-8) mol/L. In conclusion, we have purified human autoantibodies reactive with oxidized LDL that appear to be predominantly of moderate-to-low affinity and of variable cross-reactivity, The predominance of IgG1 and IgG3 antibodies is significant from the standpoint of potential pathogenicity, since these two subclasses activate the classic complement pathway system and have the highest binding affinities for Fc gamma receptors on phagocytic cells.
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AB The study objective was to obtain preliminary information regarding the safety and efficacy of amphotericin B (AmB) lipid complex (ABLC) in the treatment of AIDS-associated cryptococcal meningitis. Of 55 patients randomly assigned to 6 weeks of therapy with ABLC (1.2-5.0 mg/[kg . d], with ascending doses for three sequential cohorts) or AmB (0.7-1.2 mg/[kg . d]), 46 received greater than or equal to 12 doses. Transfusion requirements, mean decreases in hemoglobin level, and mean increases in creatinine level were significantly greater with AmB than with ABLC. The total number of adverse events, infusion-related events, and occurrences of hypomagnesemia and hypokalemia associated with each form of therapy were similar, Among 21 recipients of ABLC at a dosage of 5 mg/kg (daily for 2 weeks and then thrice weekly for 4 weeks), symptoms and signs resolved for 18 (86%), Of those receiving greater than or equal to 12 doses of ABLC, cultures converted to negative for 8 (42%), were undeterminable for 3 (16%), and remained positive for 8 (42%) despite resolution of symptoms, Although preliminary, these data suggest ABLC has significant activity in patients with AIDS-associated cryptococcal meningitis, Because this formulation has less hematologic and renal toxicity than does AmB, further evaluation of ABLC is warranted.
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AB This study employed a recently developed questionnaire, the Dental Coping Beliefs Scale (DCBS), to evaluate the effect of oral hygiene interventions on dental beliefs. The DCBS was administered to 100 subjects. Compared to an untreated control group, there was an increase in the ability to improve oral health through self-effort for the three experimental interventions: Attention (AI), Education (El) and Cognitive Behavioral (CBI). When the Dental Coping Beliefs Scale was divided into scales of Internal Locus of Control, External Locus of Control, Self-Efficacy, and Oral Health Beliefs, additional changes were evident. For the CBI Group, all four scales changed significantly between baseline measurement and post-intervention toward beliefs favoring control and prevention of dental disease using brushing and flossing. For the A and E groups, three scales paralleled the results of the CBI: Internal Locus of Control and Self-Efficacy increased and External Locus of Control decreased after the intervention. However, unlike the CBI, Oral Health Beliefs did not significantly change. Overall, for all experimental groups, there was a shift from external locus of control beliefs to internal beliefs. The untreated Control Group showed no changes across the five weeks. This study was supported by a VA Medical Research Service Merit Review Award.
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AB We have isolated hematopoietic progenitors from mouse fetal liver using a sequential protocol of density gradient centrifugation, panning, and cell sorting. Isolated AA4.1(+)Ly6A/E(+)CD43(++) cells with density ranging from 1.0631 to 1.0710 g/cm(3) were 480- to 600-fold enriched for multipotential progenitors relative to unfractionated cells and showed 40 to 60% colony-forming efficiency. We then examined the effects of various cytokines on the colony formation from enriched fetal liver cells. Steel factor (SF), interleukin-3 (IL-3), IL-4, IL-6, IL-11, and granulocyte colony-stimulating factor (G-CSF) as single agents supported formation of significant numbers of colonies, but flt3/flk-2 ligand (FL) and IL-12 did not. When the cytokines were combined, FL, SF, IL-3, and IL-4 each synergized individually with IL-6, IL-11, IL-12, or G-CSF to support formation of various types of colonies. Next we analyzed the growth factor requirements for proliferation and differentiation of lymphohematopoietic progenitors by using the two-step methylcellulose culture assay we established recently. None of the early-acting factors were effective as a single agent, but combinations of SF or FL with IL-6, IL-11, or G-CSF were effective in supporting B cell potential of the primary colonies. Of these, the combination of FL plus IL-11 appeared to be the most effective.
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AB The structure of the gene encoding the human skeletal muscle alpha(1) subunit (CACNL1A3) of the dihydropyridine-sensitive voltage-dependent calcium channel was determined by isolation of overlapping genomic DNA clones from human cosmid, phage, and P1 libraries. Genomic fragments containing exons were subcloned, and the sequences of the exons and flanking introns were defined. Knowledge of the genomic structure of the CACNL1A3 gene, which spans 90 kb and consists of 44 exons, will facilitate the search for additional mutations in CACNL1A3 that cause neuromuscular disease. (C) 1996 Academic Press, Inc.
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AB The effect of display visual angle on span of apprehension (SOA) task performance was investigated in patients with schizophrenia and nonpsychiatric individuals. Narrow and wide visual-angle presentations of 3- and 10-letter arrays were compared. Detection rates were significantly higher with narrow than wide visual angle for nonpsychiatric individuals; the performance of those with schizophrenia was stable across visual-angle conditions. Patients with schizophrenia were best discriminated from nonpsychiatric individuals in the narrow-angle, 10-letter condition. Scanpath analyses, which were based on the pattern of detection rates across different target quadrant locations, suggested that the patients with schizophrenia used a similar number and path of covert scan moves as did the controls. Hypotheses are discussed regarding which of the multiple cognitive processes tapped by the SOA task may be impaired in schizophrenia.
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AB Introduction: Frequency-dependent electrophysiologic actions of oral quinidine and oral sotalol may be clinically important, but these properties and their modulation by beta-adrenergic sympathetic stimulation have not been determined. Methods and Results: The frequency-dependent effects of oral quinidine (n = 17) and oral d,l-sotalol (n = 17) were determined at: (1) drug-free baseline; (2) during steady-state drug dosing; and (3) during isoproterenol infusion to patients receiving quinidine or d,l-sotalol. The monophasic APD(90) and RVERP were prolonged 12% to 17% (P < 0.001) during pharmacologic therapy, and frequency-dependent effects were only observed for the RVERP during sotalol. In both drug groups, isoproterenol significantly reduced the sinus cycle length and reduced the RVERP to a greater extent at longer than at shorter paced cycle lengths. While isoproterenol fully reversed quinidine's effects on the APD(90) and RVERP, sotalol-induced APD(90) prolongation was reduced by only 2% to 4%, and the RVERP was unaffected. Isoproterenol attenuated the frequency-dependent effects of quinidine on QRS duration by a relatively fixed amount of 7% to 10%. Isoproterenol fully reversed quinidine-induced, but did not affect sotalol-induced, prolongation in the sustained VT cycle length.
   Conclusions: (1) Over the range of examined cycle lengths, oral quinidine and d,l-sotalol did not exert frequency-dependent effects on ventricular repolarization. (2) Isoproterenol fully reversed quinidine's effects on refractoriness, repolarization, and prolongation of VT cycle length, whereas d,l-sotalol's effects were largely preserved, despite significant reductions in sinus cycle length. (3) These results suggest that beta-blockade is important in preventing reversal of antiarrhythmic drug effects by augmented sympathetic nervous system tone.
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AB The expression of genes for heat shock proteins in the HSP70 family and genes for antioxidant enzymes was studied in rat hepatocytes cultured in either L-15 or Williams E media an a collagen matrix for up to 48 hours. The mRNA transcripts for the heat shock proteins hsp70, hsc70, and grp78 were induced dramatically when hepatocytes were cultured in L-15, and to a lesser extent when cultured in Williams E. The increase in hsp70 and hsc70 mRNA levels in the cultured hepatocytes was correlated with an increase in the nuclear transcription of these two genes and the binding activity of the heat shock transcription factor to the heat shock element. Culturing rat hepatocytes in either L-15 or Williams E resulted in a decrease in the levels of the mRNA transcripts for catalase and glutathione peroxidase and the activities of these two enzymes. However, the expression of Cu/Zn-superoxide dismutase, i.e., the level of the mRNA transcript or the enzymatic activity, did not change appreciably when hepatocytes were cultured for up to 48 hours. The decline in catalase and glutathione peroxidase expression in the cultured hepatocytes was correlated with a decrease in the GSH/GSSG ratio and an increase in lipid peroxidation. These data show that the expression of several genes involved in cellular protection change when hepatocytes are placed in primary cultures. Therefore, one must be careful in extrapolating from primary cultures to the liver in vivo, especially when studying processes that might be affected by heat shock proteins or antioxidant enzymes. (C) 1996 Wiley-Liss, Inc.
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AB We have used hamster insulinoma tumor (HIT) cells, an insulin-secreting tumor cell line, to investigate modulation of the Na/K-ATPase and of the ATP-sensitive K channel (K-ATP) by the sulfonylurea glyburide. Membrane proteins from cells cultured in RPMI with 11 mM glucose have at least two glyburide receptor populations, as evidenced by high and low binding affinity constants, (K-d = 0.90 and 91 nM, respectively). In these cells K-ATP channel activity was blocked by low glyburide concentrations, IC50 = 5.4 nM. At 12.5 nM glyburide the inhibition developed slowly, tau = 380 s, and caused reduction of channel activity by 75%. At higher concentrations, however, inhibition occur-red at a fast rate, tau = 42 s at 100 nM, and was almost complete. Na/K-ATPase activity measured enzymatically and electrophsiologically was also suppressed by glyburide, but higher concentrations were needed, IC50 = 20-40 nM. Inhibition occurred rapidly, tau = 30 s at 50 nM, when maximum, activity was reduced by 40%. By contrast, cells cultured in RPMI supplemented with 25 mM glucose exhibit a single receptor population binding glyburide with low affinity, K-d = 68 nM. In these cells inhibition of the Na/K-ATPase by the sulfonylurea was similar to that observed in cells cultured in 11 mM glucose, but K-ATP channel inhibition was markedly altered. Inhibition occurred only at high concentrations of glyburide and at a fast rate; maximum inhibition was observed at similar to 100 nM. Based on these data, we propose that glyburide binding to the high affinity site affects primarily K-ATP channel activity, while inter action with the low affinity site inhibits both Na/K-ATPase and K-ATP channel activities. The latter observation suggests possible functional interactions between the Na/K-ATPase and the K-ATP channel.
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AB Despite advances in the technology of cancer pain assessment and control, cancer pain often remains undertreated even in hospital settings. To determine whether a graphical display of cancer patients' pain levels might improve their treatment, the investigators conducted a randomized controlled trial. Patients assigned to the intervention group (N = 40) had periodic pain assessments by study staff who graphically recorded their reported pain-intensity levels on bedside wall charts. Control group patients (N = 38) had periodic pain assessments by study staff but did not have this information displayed. The resulted failed to show a significant beneficial effect of the intervention on pain control, sleep, cancer-related symptoms, or analgesic dosing, but confidence intervals were broad. More research is needed to improve the quality of care for inpatients with cancer-related pain.
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AB In this article, we examined racial differences in psychometric data on 4 commonly used self-report inventories administered to a group of 206 combat veterans evaluated at a Veterans Affairs Medical Center outpatient posttraumatic stress disorder (PTSD) treatment program. Patients completed the Beck Depression Inventory, Mississippi Scale for Combat-Related PTSD, Dissociative Experiences Scale (DES), and Minnesota Multiphasic Personality Inventory-2 (MMPI-2). Black veterans showed greater elevations than White veterans on the DES, and the F-K index and Scales 6 and 8 of the MMPI-2. In addition, normative data are presented for the entire sample on each measure. Results suggest that, consistent with studies using the original MMPI, these patients endorse severe levels of psychopathology across a broad range of symptoms, including depression and disturbed thinking. Implications for clinical practice and future research are addressed.
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AB Some physicians caring for critically ill patients have preferences for withdrawing some forms of life support over others, even after the decision to withdraw life support has already been made. Past research has attempted to explain these preferences by variations in clinical circumstances. The authors wondered whether differences in the forms of life support themselves might be important, and whether these differences would reveal implicit goals that physicians attempt to achieve. Four hundred fifty-six university-affiliated internists were surveyed and their rank-ordered preferences for withdrawing eight different forms of life support were assessed. The authors then sought to explain these preferences on the basis of intrinsic characteristics of the eight forms of life support determined by an expert panel of critical care physicians. In general, the physicians studied prefer to withdraw forms of life support that are scarce, expensive, invasive, artificial, unnatural, emotionally taxing, high technology, and rapidly fatal when withdrawn. They prefer not to withdraw forms of therapy that require continuous rather than intermittent administration, and forms of therapy that cause pain when withdrawn. Even when a decision has been made to withdraw life-sustaining treatment from a patient, many physicians have preferences for the manner in which this is accomplished. These preferences may reflect perceived intrinsic characteristics of different forms of life support that are consistent across physicians.
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AB We investigated computer models of a single thalamocortical neuron to assess the interaction of intrinsic voltage-sensitive channels and cortical synaptic input in producing the range of oscillation frequencies observed in these cells in vivo. A morphologically detailed model with Hodgkin-Huxley-like ion channels demonstrated that intrinsic properties would be sufficient to readily produce 3 to 6 Hz oscillations. Hyperpolarization of the model cell reduced its oscillation frequency monotonically whether through current injection or modulation of a potassium conductance, simulating the response to a neuromodulatory input. We performed detailed analysis of highly reduced models to determine the mechanism of this frequency control. The interburst interval was controlled by two different mechanisms depending on whether or not the pacemaker current, I-H, was present. In the absence of I-H, depolarization during the interburst interval occurred at the same rate with different current injections. The voltage difference from the nadir to threshold for the low-threshold calcium current, I-H, determined the interburst interval. In contrast, with I-H present, the rate of depolarization depended on injected current. With the full model, simulated repetitive cortical synaptic input entrained oscillations up to approximately double the natural frequency. Cortical input readily produced phase resetting as well.
   Our findings suggest that neither ascending brainstem control altering underlying hyperpolarization, nor descending drive by repetitive cortical inputs, would alone be sufficient to produce the range of oscillation frequencies seen in thalamocortical neurons. Instead, intrinsic neuronal mechanisms would dominate for generating the delta range (0.5-4 Hz) oscillations seen during slow wave sleep, whereas synaptic interactions with cortex and the thalamic reticular nucleus would be required for faster oscillations in the frequency range of spindling (7-14 Hz).
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AB We wished to determine if mild hypocapnia above the ''apneic threshold'' would result in apnea or hypopnea during NREM sleep. Hypocapnia was induced by nasal mechanical hyperventilation for 1 min either under normoxia (51 trials, n = 7) or hyperoxia (43 trials, n = 5). Cessation of mechanical ventilation resulted in hypopnea due to reduced VT without a change in f. Central apnea occurred mostly under hyperoxic conditions (9/43 versus 2/51 trials under normoxic conditions), and only when complete inhibition of ventilatory motor output occurred during mechanical ventilation. Significant correlation between the magnitude of hypocapnia and nadir Vover dotE was noted under both normoxic and hyperoxic conditions. However, nadir Vover dotE was variable when hypocapnia was modest (-2 mmHg); further hypocapnia (-4 mmHg) was associated with consistent reduction in nadir Vover dotE below 30% of control under normoxic conditions, and central apnea under hyperoxic conditions. We conclude that: (1) Brief hyperventilation during NREM sleep is followed by hypocapnic hypopnea due to reduced VT and not breathing frequency; (2) Hypocapnia due to brief mild hyperventilation does not cause central apnea unless peripheral chemoreceptors are also inhibited; (3) Sustained hyperventilation or more severe hypocapnia may be required for the development of hypocapnic central apnea during NREM sleep.
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AB Gastroenteropancreatic endocrine tumors are difficult to localize. At the same time the tumor is localized, though, there is an opportunity for cure or to remove tumor tissue. In this study we have prospectively examined the ability of In-111-octreotide scintigraphy, magnetic resonance imaging (MRI), and computed tomography (CT) to localize tumor lesions in 24 patients with a biochemical or histologic diagnosis of neuroendocrine tumor. In eight patients a surgical assessment of the imaging results was prospectively performed. Planar and abdominal single-photon emission tomography (SPET) images acquired 4 and 24 hours after 180 to 220 MBq of In-111-octreotide injection were evaluated and compared with conventional imaging techniques. SPET scintigraphy visualized more presumed tumor lesions (n = 39) than conventional imaging studies (MRT, n = 25; CT, n = 13); 23 of 24 patients had positive octreotide scintigraphy, 17 of 24 had positive MRI-scans, and 12 of 24 patients had positive CT scans. It was concluded that In-111-octreotide scintigraphy combined with conventional imaging improves the preoperative localization of presumably tumorous lesions in patients with gastroenterohepatic endocrine tumors.
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AB Positron emission tomography (PET) with fluorine-18-2-D-deoxyglucose (FDG) currently is being integrated into clinical oncology because it provides unique functional information that can be applied to the management of cancer. In particular, it is useful for assessing tumor activity and growth, evaluating efficacy of therapy, and detecting tumor recurrence. Studies have demonstrated the value of whole-body PET-FDG imaging when staging and managing abdominal malignancy.
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AB Somatostatin and its analogs act in the brain to influence gastric acid secretion. Five different somatostatin receptor subtypes have been characterized (sst(1) to sst(5)). We studied the influence of somatostatin (0.18-0.6 nmol/rat) and selective sst,, sst, and sst, receptor ligands on basal gastric acid secretion in conscious rats equipped with chronic gastric and intracereb roventricular (i.c.v.) cannulae. Somatostatin-14 (0.36 nmol/rat), the sst(2), sst(3) and sst(5) receptor agonist, Des-AA(1,2,4,5,12,13)-[D-Tryp(8),D-Cys(14)]somatostatin (SMS 201-995) (0.18-0.36 nmol/rat) and the sst, receptor agonist, BIM-23052, (0.8-1.2 nmol/rat) injected i.c.v. inhibited gastric acid secretion. Maximal inhibition reaching 42%, 60% and 42% was induced by somatostatin-14 (0.36 nmol/rat), SMS 201-995 (0.18 nmol/rat) and BIM-23052 (0.8 nmol/rat) respectively. The sst(2) receptor agonist, DC 32-87 (0.2-0.8 nmol/rat) and sst, receptor agonist, BIM-23056 (0.2-1.2 nmol/rat), did not modify gastric acid secretion, except the sst(3) receptor agonist at 0.4 nmol/rat which increased acid output at 20 min post-injection. The sst(2) receptor agonists (0.4 nmol/rat) co-injected i.c.v with a subthreshold dose of sst(5) (0.4 nmol/rat) inhibited gastric acid secretion. These results show that i.c.v. injection of somatostatin-14 inhibits basal gastric acid secretion in conscious rats through an action on sst(5) receptor subtype which can be potentiated by sst(2) receptor subtype.
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AB Researchers have made great strides in understanding and treating alcoholics with co-occurring psychiatric disorders, improved diagnostic criteria are available, and research has demonstrated that both disorders must be addressed if the dually diagnosed patient is to have the best chance for a good outcome, The best type of treatment program is an integrated approach, assuring that treatments will be coordinated for best effect Additional research is needed to match optimum treatment approaches with cost-effective reimbursement practices.
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AB This study examines prevalence rates for DSM-III-R anxiety and affective disorders in three follow-up samples of opioid addicts who were treated with methadone maintenance. At least one anxiety disorder was diagnosed in 55% of the total sample. Affective disorders were found in 58%. At least one anxiety disorder coexisted with at least one affective disorder in 36% of the sample. The research demonstrates that opiate addiction in this sample is most often associated with other comorbid psychopathology. it suggests a need for thorough assessment for general psychopathology in opioid addicts entering addiction treatment, especially assessment for anxiety and affective disorders. It also suggests the need for treatment that focuses on diagnosed mental disorders in addition to drug counseling for the substance abuse disorder.
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AB Rusty-colored peritoneal dialysate fluid was observed after intravenous administration of iron dextran to a patient with peritonitis being treated with vancomycin and rifampicin. The discoloration gradually cleared over a 24-hour period. Analysis of the fluid demonstrated that the discoloration could not be explained by the presence of erythrocytes or free hemoglobin, Iron (52 mu g/dL) was detected in the fluid and decreased to undetectable levels as the discoloration cleared, Addition of iron dextran to an unused bag of peritoneal dialysis fluid to achieve an iron concentration of 52 mu g/dL resulted in no discoloration, Addition of rifampicin at a clinically relevant serum concentration (10 mu g/mL) to a different unused bag caused a light orange discoloration, Addition of iron dextran and rifampicin simultaneously in the concentrations mentioned to an unused bag caused a rusty discoloration almost as dark as that observed in our patient, We postulate, therefore, that a combination of iron and rifampicin caused the marked discoloration of our patient's peritoneal effluent.
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AB Spinal cord-injured (SCI) patients are at increased risk for fractures secondary to neurogenic osteoporosis. Earlier research claimed physical conditioning resulted in a decreased incidence or reversal of neurogenic osteoporosis. This study evaluated the effects of functional electrical stimulation-induced lower extremity cycling (FESILEC) on the bone densities of SCI patients using dual-energy x-ray absorptiometry (DEXA). The study consisted of 12 healthy male SCI patients, aged 23 to 46 (x +/- SD, 34 +/- 6) yr. The patients were post-traumatic, complete, spastic SCI; time postinjury ranged from 2 to 19 (9.7 +/- 5.1) yr. Patients participated in a three-phase training program. Phase 1 consisted of quadriceps strengthening. Phase 2 consisted of progressive sequential stimulation of quadriceps, hamstrings, and gluteal muscles, achieving a rhythmical pedaling motion on the REGYS I ergometer. Phase 3a consisted of 30-min FESILEC sessions. DEXAs were done at baseline and at completion of Phase 3a and Phase 3b. Bone densities were done of the lumbar spine levels 2-4 (L2-4), bilateral trochanters (T), Ward's triangles (WT), and femoral necks (FN). Baseline bone density indicated no difference between L2-4 of ambulatory males and SCI males. Baseline values obtained for T, WT, and FN were, respectively, 71, 82, and 79% of ambulatory values, Results after completion of the Phase 3a training program indicated no statistically significant difference compared with baseline values. There was, however, a positive trend in the lumbar spine post-Phase 3a (L2-4, P = 0.056). Eight patients continued the exercise program, using a combination of upper and lower extremity cycling (Phase 3b) for a longer period of time (25 +/- 9 wk). DEXAs done after Phase 3b indicated no change relative to baseline data or data post-Phase 3a. In conclusion, although FESILEC did not significantly increase bone density in the hip parameters of chronic SCI patients, a positive trend was observed in the lumbar spine. Further research with acute intervention, such as FESILEC during the first few months post-SCI, is warranted to further evaluate a treatment regimen to prevent or reduce neurogenic osteopenia.
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AB beta-Adrenergic stimulation of adenylyl cyclase in rat liver increases during aging. We examined whether this increase is related to alterations in the stimulatory and inhibitory G proteins (G(s) and G(i)) linked to adenylyl cyclase. Levels of immunoreactive alpha- and beta-subunits of G(s) and G(i) in liver plasma membranes from 6-, 12-, 18-, and 24-mo-old rats were unchanged with age, as was pertussis toxin-catalyzed [P-32]ADP ribosylation of G(i) alpha. Cholera toxin-catalyzed [P-32]ADP ribosylation of G(s) alpha and G(s) bioactivity, assessed as reconstitution of adenylyl cyclase activity in S49 cyc(-) cell membranes, increased two- to threefold between 6 and 12-18 mo, and declined by 24 mo. Recombinant ADP ribosylation factor (ARF) enhanced cholera toxin labeling of G(s) alpha at all ages, yet abolished the increase in toxin labeling at 12-18 mo. Auto-ADP ribosylation of the cholera toxin A(1) peptide also increased transiently with age. Alteration of G(s) alpha, as reflected by increased cholera toxin labeling and G(s) bioactivity, may be involved in the regulation of beta-adrenergic-responsive adenylyl cyclase in rat liver during aging. Moreover, changes in endogenous ARF levels could contribute to age differences in cholera toxin labeling of G(s) alpha.
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AB Two molecular forms of peptide YY (PW), PYY-(1-36) and PYY-(3-36), are abundant in rabbit intestine and blood. We have previously shown that PYY-(1-36) (PW I) activates equipotently Y-1 and Y-2 receptors and PYY-(3-36) (PYY II) is a highly selective agonist for Y-2 receptors. In the present study, we examined the effect of exogenous infusion of PYY on vagally stimulated gastric acid secretion in awake rabbits with chronic gastric fistula. To determine the specific PW receptor(s) that mediates this effect, we used a highly selective Y-1 agonist, Pro(34)-PYY, a synthetic PYY, and a Y-2-selective agonist, PYY II. Vagal stimulation of acid secretion was elicited by an intravenous bolus injection of insulin (0.125 U/kg) 30 min after beginning a 180-min intravenous infusion of either PW I, PYY II, or [Pro(34)]-PYY after a 50 mu g/kg iv bolus of atropine followed immediately by a 500 mu g/kg sc injection. During infusion of 200 pmol . kg(-1). h(-1) PW I, acid output was significantly inhibited to 45 +/- 13% of maximum acid output 60 min after injection of insulin. Similarly, acid output during infusion of 200 pmol . kg(-1). h(-1) [Pro(34)]-PYY was significantly inhibited to 52 +/- 12% of maximum. In contrast, acid output during infusion of 200 pmol . kg(-1). h(-1) of PW II was not significantly inhibited (101 +/- 18% of maximum). Infusion of double the dose (400 pmol . kg(-1). h(-1)) of PYY II resulted in acid inhibition (51 +/- 15% of maximum), whereas infusion of the same dose did not significantly enhance acid inhibition by infusion of either PW I or [Pro(34)]-PYY (28 +/- 11 and 42 +/- 15% of maximum). These results indicate that PYY, acting predominantly at Y-1 receptors, is a potent inhibitor of vagally stimulated acid secretion in adult rabbits.
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AB Liver cirrhosis impairs gastric mucosal resistance to luminal acid in humans and in animal models. Because we have previously shown that pentagastrin enhances defensive as well as aggressive factors implicated in mucosal injury, we examined the hypothesis that the pentagastrin-mediated enhancement of mucosal defense mechanisms may be impaired in cirrhotic rats. Increased acid backdiffusion and susceptibility to gross mucosal injury, associated with an elimination of the hyperemic response to gastric barrier disruption, was observed in cirrhotic rats. In in vivo microscopic studies in anesthetized rats, cirrhosis had no effect on pentagastrin-associated enhancement of mucus gel thickness or baseline gastric mucosal blood flow although baseline mucus gel thickness was decreased. Cirrhosis did, however, abolish the luminal acid-related hyperemic response to pentagastrin, which was associated with impaired intracellular pH homeostasis:during acid superfusion. Cirrhosis did not alter submucosal calcitonin gene-related peptide immunoreactive nerves. We conclude that acid backdiffusion and pentagastrin-associated hyperemic responses are important mucosal defensive factors that are specifically impaired by cirrhosis.
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AB Thromboxane A(2) (TxA(2)) participates in the pathogenesis of clinical and experimental glomerular disease. We performed radioligand binding and functional studies of TxA(2) receptors in rat mesangial cells. Competitive inhibition of specific binding of the TxA(2) analogue [I-125]BOP by unlabeled antagonists in intact cells or membranes was observed, with a rank order potency of SQ-29548 (half-maximal inhibitory concentration = 3.4 nM > L-657925 (21 nM)> GR-32191 (200 nM) > L-657926 (1,300 nM). The potency of agonists was I-BOP (0.43 nM) > ONO-11113 (6.7 nM) > U-46619 (80 nM). U-46619 and unlabeled I-BOP inhibited the rate of net guanosine 3',5'-cyclic monophosphate accumulation in cells exposed to atrial natriuretic peptide (ANP) but not the nitric oxide donor nitroprusside. Membranes from cells exposed to I-BOP for 10 min exhibited a 38% decrease in ANP-responsive guanylyl cyclase activity. U-46619 blocked the inhibitory effect of ANP on serum-stimulated [H-3]thymidine incorporation but not that of nitroprusside. In summary, we describe a novel effect mediated by a mesangial cell TxA(2) receptor, i.e., inhibition of ANP signaling.
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AB Glycolysis is increased in tumor tissues. [F-18]fluoro-2-deoxy-D-glucose (FDC) is a glucose analogue radiopharmaceutical used in positron emission tomography (PET) to trace glucose metabolism. We investigated the sensitivity and specificity of FDC-PET imaging in the diagnosis and staging of lung cancer. One hundred and seven patients who had abnormal chest roentgenograms underwent whole-body PET imaging using FDC. PET scan results were classified as positive or negative based on the presence or absence of increased FDC uptake in the lung and/or in the mediastinum. All 82 patients with lung cancer had increased FDG uptake in the lungs, whereas only 12 of 25 patients with nonmalignant diseases had increased FDC uptake. Sixteen lung cancer patients with mediastinal metastases had increased FDC uptake in the mediastinum, of whom three had no lymphadenopathy on computed tomography of the chest. Sixteen lung cancer patients without mediastinal nodal involvement had no FDG uptake in the mediastinum. Seven of these patients had lymphadenopathy on computed tomography. FDG-PET imaging is 100% accurate in predicting mediastinal involvement in patients with lung cancer. It is 100% sensitive and 52% specific in predicting the malignant nature of a chest radiographic abnormality.
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AB PURPOSE: TO determine whether hyperglycemia affects pancreatic islet microcirculation in vivo and whether nitric oxide is a mediator.
   METHODS: Islet blood flow was measured before and after infusion of glucose during in vivo microscopy of mouse pancreatic islet. The pancreas of male BALB/c mice was exteriorized and viewed under the microscope utilizing monochromatic transmitted light. The carotid artery and tail vein were cannulated and systemic blood pressure was monitored continuously. Under fluorescent light, a 0.02 mt bolus of 2% fluorescein isothyocyanate (FITC-albumin) was injected intra-arterially and the first pulse of FITC-albumin through an islet capillary was videorecorded. Following equilibration, either glucose or normal saline 300 mg/g of body weight was given intravenously. Five minutes later, a second bolus was given and the second pulse was videorecorded. The study was repeated in the presence of N omega-nitro-L-arginine methyl ester (L-NAME). The FITC-albumin bolus mean transit time (TT) and observed cross time (OCT) through the islet were calculated using slow-motion video analysis of the recorded images.
   RESULTS: Infusion of glucose resulted in a significant increase in islet blood flow with no change in systemic blood pressure: baseline TT was 20 +/- 1.3 pixel/0.03 sec and baseline OCT was 0.6 +/- 0.04 seconds; during hyperglycemia, TT was 16.1 +/- 1 pixel/0.03 sec, and OCT was 0.48 +/- 0.03 seconds (n = 11, P <0.05 versus basal via paired t-test). Continuous infusion of L-NAME negated the effect of hyperglycemia on islet blood flow: baseline TT was 20 +/- 1.8 pixel/0.03 sec and OCT was and 0.6 +/- 0.05 seconds; during hyperglycemia, TT was 20 +/- 1.1 pixel/0.03 sec and OCT was 0.6 +/- 0.33 seconds (n = 10; P <0.05 versus glucose via unpaired t-test).
   CONCLUSIONS: These data suggest that hyperglycemia results in increased islet capillary flow and nitric oxide is a regulator of islet blood flow during in vivo microscopy of the mouse islet.
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LA English
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AB Blood loss from split-thickness skin graft donor sites may be significant, various topical agents have been used to decrease this blood loss, including thrombin and epinephrine solutions of varying concentrations, We describe a K-Y jelly/epinephrine mixture that serves both as a lubricant for the dermatome and as a hemostatic agent, This mixture, in comparison with other topical agents, produces rapid hemostasis and offers the advantages of easy use, ready availability, and low cost, The blood loss savings based on this hemostatic technique is quantifiable and significant.
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AB In the mid-1980s a new, smokable form of cocaine, called crack, was introduced in the United States. Soon thereafter, it became apparent that crack cocaine abuse was a serious and important public health concern. Over the past several years, crack cocaine use has increasingly been associated with a myriad of immediate and long-term adverse effects. During this same period, crack cocaine use has progressively moved away from experimentation and recreational use to chronic and compulsive drug use.
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AB This research examined self-report personality profiles of 42 Vietnam veterans with combat-related posttraumatic stress disorder (PTSD) evaluated at an outpatient Veteran's Administration hospital PTSD clinic. Assessment was via the Structured Clinical Interview for the Diagnostic and Statistical Manual of Mental Disorders (3rd ed., rev; DSM-III-R) Personality Disorders-II (SCID-II) self-report. Self-reported personality disorder symptomatology of PTSD patients was contrasted with that of 51 outpatients with a primary diagnosis of an anxiety disorder other than PTSD and with 16 patients with a primary diagnosis of major depressive disorder (MDD). Symptomatology from each of the 11 DSM-III-R categories and from the three personality disorder ''clusters'' was calculated in terms of percentage of possible traits endorsed, thus creating personality ''profiles'' for the three groups. PTSD veterans endorsed more traits overall than did both the mixed anxiety and MDD groups, particularly on the Cluster A, avoidant, and borderline scales. Results suggest a PTSD-related personality profile characterized by emotional lability/poor anger control, paranoia/suspiciousness, identity disturbance/confusion, social withdrawal/avoidance, and feelings of emptiness and boredom. (C) 1996 Wiley-Liss, Inc.
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AB Tamoxifen (TAM), an antiestrogen used in adjuvant therapy for breast cancer, is currently being evaluated for prevention of breast cancer in premenopausal and postmenopausal disease-free women. In light of this clinical application in young women, the skeleton's potential predisposition for osteoporosis following long-term treatment with an antiestrogen is a concern. In postmenopausal women being treated for breast cancer TAM was shown to prevent bone loss. There is little information, however, about the skeletal effects of TAM in premenopausal women. Previous animal studies in ovariectomized (OVX'd) rats have consistently reported TAM to prevent cancellous and cortical bone loss. The effects of TAM on ovary-intact animals, however, are not well established. We have performed a histomorphometric analysis in order to evaluate the influence of ovarian function on the skeletal effects of long-term TAM treatment in the laboratory animal model. Six-month-old rats were implanted subcutaneously with pellets designed for the controlled release of TAM at a dose (5 mg/3 wks) previously shown to be effective at antagonizing short-term bone loss in OVX'd growing rats. TAM acted as an estrogen agonist on cortical bone measurements in tibia of ovary-intact as well as OVX'd rats. In cancellous bone of OVX'd rats, TAM reduced indices of bone formation and resorption and reduced the bone loss from over 90 percent to less than 50 percent. In ovary-intact rats, however, TAM produced a 31 percent loss of cancellous bone, a deficit associated with a 26 percent reduction in the trabecular number. These results clearly demonstrate an interaction between TAM and ovarian status whereby TAM partially prevents estrogen-deficient bone loss in OVX'd animals but antagonizes selective actions of estrogen on the skeleton of ovary-intact animals.
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AB Diminished capacity survives in California as a severely attenuated mens rea defense known as diminished actuality, Some other states have similar limited strict mens rea defenses, The lost advantages of California's former expanded concept of diminished capacity are reviewed, As opposed to the all-or-none insanity defense, mens rea defenses permit the trier of fact to find gradations of guilt but are generally inapplicable unless the elements of a crime are redefined to permit consideration of motivational aspects, as California had done, The change from diminished capacity to a diminished actuality defense was a return to the complex, somewhat artificial legal concept of intent and a resurrection of confusing and antiquated common law definitions, The change was made in response to an unpopular jury verdict and a political climate in which little interest existed or still exists for understanding the reasons behind the commission of any crime, Some of the later restrictions imposed by the California Supreme Court on allowing voluntary intoxication to reduce murder to voluntary manslaughter logically should not apply to mental illness, Knowledge of the complex mens rea issues and the various relevant current defenses is essential for any forensic psychiatrist evaluating defendants in jurisdictions in which such defenses are admissible.
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AB Death awaits all, leaving in its wake relatives and friends affected by the loss of a loved one. Immediately following death, the funeral process begins, resulting in permanent burial in a cemetery. This report investigates the dysfunctional interactions between grief-stricken relatives and mortuaries that are associated with civil litigation for negligence. Psychiatric evaluations of 25 bereaved plaintiffs from nine separate lawsuits were performed. In addition, medical records and legal pleadings were reviewed as sources of additional information. General themes from the clinical material are identified and illustrated by two cases. Surviving relatives are in an acute state of emotional turmoil, rendering them exquisitely sensitive to lapses in expected routine and perceived disrespect toward the deceased. These issues are intensified when the circumstances of the death were traumatic, when the relationship with the deceased was ambivalent, when specific cultural and religious factors are present, and when the influence of litigation is felt. If the burial process is disrupted, civil suits for negligence may be filed that exacerbate grief and challenge the psychiatrist's efforts to resolve diagnostic ambiguity in the face of emotionally charged cultural and religious practices.
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AB Tumor necrosis factor-alpha (TNF-alpha) likely plays a role in the pathophysiology of myocardial depression observed in septic shock. To evaluate the hemodynamic effects of TNF-alpha in vivo while eliminating the influence of altered sympathetic tone, eight conscious chronically instrumented dogs were studied after pretreatment with propranolol (2 mg/kg) and atropine (2 mg). Using three sets of piezoelectric crystals to measure left ventricular (LV) volume and LV manometers to measure pressure, we determined load-independent parameters of LV systolic performance before, during, and after infusion of recombinant human TNF-alpha (rhTNF-alpha, 40 mu g/kg for 1 hour). Plasma was analyzed for epinephrine and norepinephrine. Between 1 and 7 hours of exposure, rhTNF-alpha induced significant increases in circulating catecholamines. Norepinephrine rose from 268.6+/-47.2 to 426.2+/-87.0 pg/mL (P<.05) at 1 hour and peaked at 921.2+/-156.8 pg/mL (P<.001) at 4 hours after initiating rhTNF-alpha treatment. Similarly, epinephrine increased from 130.2+/-30.9 to 884.5+/-210.2 pg/mL (P<.05) at 1 hour and peaked at 3195.3+/-476 pg/mL (P<.001) at 4 hours. Before the surge of circulating catecholamines and despite complete beta- adrenergic blockade, rhTNF-alpha induced a 7% to 40% increase in LV contractile performance during the 60-minute infusion. After this initial positive inotropic effect, rhTNF-alpha treatment led to precipitous systolic dysfunction between 2 and 7 hours of exposure; this myocardial depressant effect persisted at 25 hours. LV systolic performance declined to 19% to 35% of baseline values, depending on the specific contractile parameter evaluated. We conclude that rhTNF-alpha affects LV systolic function in a time-dependent biphasic manner. Increases in circulating catecholamines after rhTNF-alpha infusion cannot account for the early improvement in LV systolic performance.
C1 AUDIE L MURPHY MEM VET ADM MED CTR,SAN ANTONIO,TX 78284.
RP Murray, DR (reprint author), UNIV TEXAS,HLTH SCI CTR,DEPT MED,7703 FLOYD CURL DR,SAN ANTONIO,TX 78284, USA.
NR 45
TC 111
Z9 119
U1 1
U2 1
PU AMER HEART ASSOC
PI DALLAS
PA 7272 GREENVILLE AVENUE, DALLAS, TX 75231-4596
SN 0009-7330
J9 CIRC RES
JI Circ.Res.
PD JAN
PY 1996
VL 78
IS 1
BP 154
EP 160
PG 7
WC Cardiac & Cardiovascular Systems; Hematology; Peripheral Vascular
   Disease
SC Cardiovascular System & Cardiology; Hematology
GA TM904
UT WOS:A1996TM90400019
PM 8603499
ER

PT J
AU Craig, WA
AF Craig, WA
TI The role of isepamicin in the treatment of severe hospital infections -
   Foreword
SO CLINICAL DRUG INVESTIGATION
LA English
DT Editorial Material
RP Craig, WA (reprint author), UNIV WISCONSIN HOSP & CLIN,WILLIAM S MIDDLETON MEM VET ADM HOSP,MADISON,WI 53792, USA.
NR 0
TC 0
Z9 0
U1 0
U2 0
PU ADIS INTERNATIONAL LTD
PI AUCKLAND
PA 41 CENTORIAN DR, PRIVATE BAG 65901, MAIRANGI BAY, AUCKLAND 10, NEW
   ZEALAND
SN 1173-2563
J9 CLIN DRUG INVEST
JI Clin. Drug Invest.
PY 1996
VL 12
SU 1
BP R9
EP R10
PG 2
WC Pharmacology & Pharmacy
SC Pharmacology & Pharmacy
GA VP689
UT WOS:A1996VP68900001
ER

PT J
AU Musher, DM
   Groover, JE
   Graviss, EA
   Baughn, RE
AF Musher, DM
   Groover, JE
   Graviss, EA
   Baughn, RE
TI The lack of association between aging and postvaccination levels of IgG
   antibody to capsular polysaccharides of Streptococcus pneumoniae
SO CLINICAL INFECTIOUS DISEASES
LA English
DT Article
ID CELL-WALL POLYSACCHARIDE; PNEUMOCOCCAL VACCINE; RESPONSES;
   REVACCINATION; IMMUNIZATION; PERSISTENCE; INFECTION; ADULTS; SERUM
AB One possible explanation for the apparently reduced efficacy of pneumococcal vaccine in elderly subjects is that IgG responses to pneumococcal capsular polysaccharides (PPSs) decline with aging. We administered pneumococcal vaccine to 118 adults who ranged in age from 20 to 93 years; 33 were greater than or equal to 70 years old. Four to 6 weeks later, we measured IgG reactive with PPSs from 10 commonly infecting serotypes of Streptococcus pneumoniae. By regression analysis, a slight but nonsignificant increase in anti-PPS IgG was observed with increased age for six serotypes and a nonsignificant decrease was observed for four. Mean IgG levels and the percentage of subjects with IgG levels greater than or equal to 1 mu g/mL were no different among persons greater than or equal to 70 years of age than among those less than or equal to 69 years of age, These results show no consistent effect of aging on anti-PPS IgG levels 4-6 weeks after pneumococcal vaccination.
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AB Statoconia are calcium carbonate inclusions in the lumen of the gravity-sensing organ, the statocyst, of Aplysia californica. The aim of the present study was to examine the role of carbonic anhydrase and urease in statoconia mineralization in vitro, The experiments were performed using a previously described culture system (Pedrozo et al., J. Comp. Physiol. (A) 177:415-425). Inhibition of carbonic anhydrase by acetazolamide decreased statoconia production and volume, while inhibition of urease by acetohydroxamic acid reduced total statoconia number, but had no affect on statoconia volume, Inhibition of carbonic anhydrase initially increased and then decreased the statocyst pH, whereas inhibition of urease decreased statocyst pH at all times examined; simultaneous addition of both inhibitors also decreased pH. These effects were dose and time dependent. The results show that carbonic anhydrase and urease are required for statoconia formation and homeostasis, and for regulation of statocyst pH. This suggests that these two enzymes regulate mineralization at least partially through regulation of statocyst pH.
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AB The most prevalent symptoms arising from disordered colonic function are altered bowel habits, commonly associated with abdominal discomfort. These symptoms can arise from a variety of different disorders that are traditionally classified into those of organic and those of functional etiology. In principle, disorders are referred to as functional when no specific structural, physiologic, or biochemical marker can be identified, although in practice, the search for markers is limited to endoscopic, radiologic, or histologic evidence. Generally, it is assumed that patients with functional colonic disorders suffer primarily from psychologic distress or psychiatric ''comorbidity.'' Due to a lack of specific biologic markers, symptom criteria have been developed that are thought to define distinct syndromes. I propose that in view of recent breakthroughs in our understanding of how the neuroendocrine control systems respond to perturbations of the external and internal environment of the organism in the form of the generalized stress response, the traditional separation into organic and functional is no longer appropriate. Instead, a concept is proposed in which disorders of the colon range from distinct patterns of alterations in the bidirectional dialogue between the central nervous system and the colon.
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AB Physiologic regulation of colonic function depends on the interaction among three systems: enteric, autonomic (sympathetic and parasympathetic), and immune. Visceral sensory information is transmitted via primary afferents and integrated at central (spinal and supraspinal) sites. Changes in the activity of these primary afferents are an important component in pathophysiologic alterations of colonic motor and secretory functions and seem to be a common mechanism underlying functional disorders of the gastrointestinal tract. Increased colorectal sensitivity to distention in irritable bowel syndrome may involve alterations of thoracolumbar afferents and the immune system in the colonic wall. Alterations in the properties of the enteric nervous system, epithelial transport, and somatic and visceral responses to visceral pain have been characterized during immune challenges and experimental colitis.
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AB The regulation of heat shock protein 70 (hsp70) expression is an excellent example of a cellular mechanism that has evolved to protect all living organisms from various types of physiological stresses; therefore, the reported age-related alterations in the ability of cells to express hsp70 in response to stress could seriously compromise the ability of a senescent organism in respond to changes in its environment. Because caloric restriction (CR) is the only experimental manipulation known to retard aging and increase the survival of rodents, it was of interest to analyze the effect of CR on the age-related alteration in the induction of hsp70 expression in rat hepatocytes. The effect of CR on the nuclear transcription of hsp70 gene in rat hepatocytes in response to various levels of heat shock was determined, and it was found that the age-related decline in the transcription of hsp70 at all temperatures studied was reversed by CR. Because the heat shock transcription factor (HSF) mediates the heat-induced transcription of hsp70, the effect of CR on the induction of HSF binding activity by heat shock was studied and found to arise from HSF1, which has been shown to be involved in the induction of HSF binding activity in other cell types. The age-related decrease in the induction of HSF1 binding activity in rat hepatocytes was reversed by CR, and did not appear to be due to an accumulation of inhibitory molecules with age. Interestingly, the level of HSF1 protein was significantly higher in hepatocytes isolated from old rats fed ad libitum compared to hepatocytes obtained from rats fed the CR diet even though the levels of HSF1 binding activity were lower for hepatocytes isolated from the old rats fed ad libitum. The levels of the mRNA transcript for HSF1 was not significantly altered by age or CR. Thus, the changes in HSF1 binding activity with age and CR do not arise from changes in the level of HSF1 protein available for activation. (C) 1996 Wiley-Liss, Inc.
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AB Skeletal muscle glucose metabolism appears to be regulated by locally derived factors as well as by systemically circulating hormones. Local factors may be particularly important during exercise, when substrate demand can increase rapidly. Numerous studies in perfused limbs suggest that the kallikrein-kinin system may participate in the regulation of substrate delivery and utilization by skeletal muscle. Evidence also suggests that kinins mediate the increase in insulin sensitivity after administration of converting enzyme inhibitors. Tissue kallikrein has been isolated and purified from rat skeletal muscles, and its level is highest in muscle with high oxidative activity. In other tissues, kallikrein synthesis is under the influence of insulin. It has not been possible to demonstrate effects of kallikrein or kinins on glucose metabolism in isolated skeletal muscle or cardiocytes. Therefore modulation of glucose metabolism by kallikrein or kinins may only be observed in intact perfused tissues or organs.
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AB Little is known about the neuroendocrine impact of cocaine as it relates to pituitarygrowth hormone secretion. In these studies, in adult male rats, intracerebroventricular administration of cocaine caused a potent dose-related suppression of circulating growth hormone (GH) in animals sacrificed 15 min after drug administration. We conclude that in the adult male rat cocaine suppresses plasma GH levels.
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AB We studied the distribution of felbamate (FBM) in rat brain using a brain imaging scanner to analyze thaw-mount autoradiographs. After intravenous injection of [C-14]FBM in rats, the autoradiographic distribution of isotope labeling patterns in brain was captured on x-ray film. Densitometric differences on the x-ray film were converted into color-code variations representing the different concentrations of FBM in regions of the brain. We demonstrated that relatively uniform concentrations of FBM were detected throughout the brain. In all brain regions examined, there were no specifically high or low concentrations of FBM. We conclude that the FBM distributes uniformly.
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AB Review of research protocols involving positron emission tomography studies on healthy volunteers focused attention on the radiation exposure disclosure statements contained in the informed consent form. Of particular concern was the observation that breast doses from positron emission tomography studies are greater than breast doses from other research uses of radioisotopes, as well as routine nuclear medicine and radiographic procedures. Disclosure of individual organ doses is not normally provided on informed consent forms. A worksheet was developed to aid research investigators in the determination of effective dose equivalents and organ dose equivalents from all sources of radiation to which a volunteer is exposed. Three standardized risk statements are discussed. The final selection and use of these statements are determined by worksheet calculations of effective dose equivalents and organ dose equivalents.
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AB OBJECTIVES: The objectives of this study were to identify common stressors experienced by spouses of heart transplantation (HT) candidates; to identify differences in stressors among spouses of HT candidates based on selected demographic variables; and to report preliminary psychometric data on the newly developed Spouse Transplant Stressor Scale.
   DESIGN: Comparative, cross-sectional survey.
   SAMPLE: Spouses of 85 HT candidates awaiting HT at midwestern and southeastern medical centers and a midwestern Department of Veterans Affairs hospital.
   MEASURES: Spouse Transplant Stresser Scale (Collins), an investigator-developed rating form and demographic data sheet.
   RESULTS: Spouses of HT candidates reported high levels of stress during the wait for a donor heart. Factors related directly to the transplantation experience were rated as the most stressful. Fear that the patient (partner) would die before a heart became available was the worst stressor for the spouses. Working spouses perceived more stressors related to responsibility, socioeconomics, and self. Stressors associated with the transplantation process itself were equally stressful for spouses who work and spouses who do not work.
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AB The alpha(1) subunit of the gamma-aminobutyric acid (GABA)(A) receptor is highly expressed in a subgroup of neurons in the hippocampal formation. The distribution and chemical identities of these neurons in the dentate gyrus have been studied with double-labeling in situ hybridization and immunohistochemical methods. Double labeling for the al subunit and glutamate decarboxylase 65 (GAD65) mRNAs indicated that virtually all neurons in the dentate gyrus that are heavily labeled for the alpha(1) subunit are GABA neurons. However, many GAD65 mRNA-labeled neurons in the hilus do not contain high levels of the rut subunit mRNA and protein. Studies were thus conducted to determine if the somatostatin neurons of the hilus were part of the alpha(1) subunit-labeled group. Double labeling for the alpha(1) subunit and pre-prosomatostatin mRNAs demonstrated virtually no co-localization of these mRNAs in hilar neurons. Thus, the strongly labeled alpha(1) mRNA-containing neurons and the somatostatin neurons constitute two distinct populations of hilar GABA neurons. Double labeling for the alpha(1) subunit polypeptide and its mRNA with immunohistochemical and in situ hybridization methods demonstrated directly that neurons of the dentate gyrus that express high levels of the alpha(1) subunit mRNA are the same neurons that show extensive labeling for the alpha(1) subunit along their somal and dendritic surfaces. The high levels of alpha(1) subunit expression in some populations of GABA neurons could be related to prominent disinhibitory functions of these neurons. (C) 1996 Wiley-Liss, Inc.
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AB Immunogold studies of normal human kidney and common human kidney cancers were performed using polyclonal antibodies to antioxidant enzymes, including antibodies to copper, zinc and manganese superoxide dismutases, catalase, glutathione peroxidase, and glutathione S-transferases and their subunits. Normal tissue adjacent to human renal tumors had the same antioxidant enzyme immunoreactive protein profiles as normal human kidney, thus establishing that the presence of tumor does not alter the levels of antioxidant enzyme immunoreactive proteins in adjacent kidney tissue. Levels of immunoreactive protein for antioxidant enzymes were determined in four common types of malignant renal cancer. In general, tumors had low levels of antioxidant enzymes; however, certain histologic types of renal tumors had high levels of immunoreactive protein for glutathione S-transferase subunits, which could affect their susceptibility to chemotherapy. Studies of transitional carcinoma of the renal pelvis were especially informative since it was possible to compare levels of antioxidant enzyme immunoreactive protein with adjacent normal transitional epithelium; the majority of antibodies resulted in lower levels of immunoreactive protein in transitional cell carcinoma than in adjacent normal transitional epithelium. Our results are discussed in relation to the response of renal tumors to therapy.
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AB Ninety-five cases of adenocarcinoma of the stomach were evaluated for the presence of Epstein-Barr virus (EBV) using a sensitive in situ hybridization assay targeting Epstein-Barr virus-encoded RNA 1 (EBER1) transcripts. EBER1 was detected in 11 of 95 (12%) of cases. When present, the virus was localized to malignant epithelial cells and to dysplastic gastric epithelium, but was not seen in normal-appearing gastric epithelium or intestinal metaplasia. The EBV DNA was monoclonal in all three cases tested by Southern blot analysis of the EBV terminal repeat fragment. These findings suggest that the virus was present before malignant transformation. The presence of EBV was strongly associated with increased numbers of tumorinfiltrating T lymphocytes; however, EBV was not associated with prolonged survival. Neither p53 nor bcl-2 were consistently detected in the EBV-associated tumors. Specifically, 6 of Ii EBV-positive carcinomas had accumulation of p53 protein by immunohistochemical analysis, which was similar to the prevalence of p53 accumulation in EBV-negative specimens and suggests that EBV infection does not substitute for p53 mutation during tumorigenesis. The bcl-2 oncoprotein was expressed in a third of the carcinoma specimens tested, but bcl-2 expression did not correlate with the presence of EBV or with expression of EBV latent membrane protein 1. In conclusion, EBV infection appears to precede malignant transformation in a significant fraction of gastric carcinomas, but neither bcl-2 expression nor p53 accumulation appear to be consistently associated with the presence of the virus.
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AB We assessed the prevalence of autoantibodies in women with silicone implants and controls. Five hundred consecutive patients with silicone implants, 25 age-matched normal women, 25 women with silicone implants and no rheumatic symptoms, and 100 women with fibromyalgia were tested. Immunofluorescence antinuclear antibodies (ANA) were performed using HEp-2 cells. Subtype autoantibodies were performed by enzyme-linked immunoassay and Western blot. ANA tests were positive in 30% of patients with silicone implants and rheumatic symptoms, 8% of age-matched normal women, 28% of women with silicone implants without clinical symptoms, and 25% of women with fibromyalgia and no silicone implants. The predominant ANA pattern was speckled (55%). ANA subtype testing was positive in 4.8% of patients and none of the controls. We conclude that a larger proportion of women with silicone implants have autoantibodies compared to age-matched asymptomatic women suggesting immune activation in women with silicone implants.
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AB Kosslyn's (1987) hypothesized cerebral hemispheric asymmetries for processing categorical and coordinate spatial relations were explored, using stimuli presented at varying degrees of retinal eccentricity. Thirty-three adult males performed hemifield reaction-time tasks requiring categorical or coordinate judgments. The hypothesized asymmetries were observed when stimuli were presented at 3 degrees of visual angle, but not at 1 or 9 degrees. Nevertheless, correlational analyses supported the existence of separate neural subsystems for categorical and coordinate processing. The results suggest that the model accurately predicts performance asymmetries only under specific conditions.
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AB A case of Cotard's syndrome with face processing deficits is described. The phenomenology of Cotard's syndrome may be an expression of underlying visual processing deficits, including abnormalities in face perception processing. Phenomenologic and neurobiologic characteristics of this case are similar to those found among delusional misidentification syndromes. This similarity suggests areas for further study that may lead to a better understanding of the relation of phenomenology to neurobiology in Cotard's syndrome.
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AB Following a 4-year controlled trial comparing early and later zidovudine treatment, we conducted an additional 3-year follow-up. Of the original 338 patients, 275 participated. Clinical outcome measures were AIDS and death. In the early therapy group (n = 170), 67 patients progressed to AIDS compared with 85 in the later therapy group (n = 168); the relative risk (RR) comparing early with later therapy was 0.72 (95% confidence interval [CI] 0.52-0.99; p = 0.044). The early therapy group had 74 deaths compared with 73 in the later therapy (RR = 0.98; 95% CI, 0.71-1.36; p = 0.91). The early group had a peak CD4+ count increase at 1-2 months and a delay of 1 year before CD4+ counts fell below baseline. For patients who received zidovudine for more than the median duration (20.3 months) before their first AIDS diagnosis, the RR for death was 2.08 (95% CI, 1.36-3.19, p = 0.001). Additional factors independently associated with poor prognosis following AIDS were a CD4+ count of <100 cells/mm(3) and increased severity of the first AIDS diagnosis, whereas use of another antiretroviral agent was associated with improved survival. We conclude that early zidovudine therapy delays progression to AIDS but does not affect survival. Patients who progress to AIDS while on prolonged zidovudine monotherapy many benefit from a change to other antiretroviral therapy(ies).
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AB Clinical trials designed to establish the effectiveness of a pharmacotherapy for the treatment of drug abuse typically call for the collection and analysis of three urine samples per week to detect changes in drug use patterns. Examination of over 16,500 urine samples collected from 225 subjects during a one year buprenorphine/methadone clinical trial indicates that analysis of one weekly urine sample from those collected on a three-times-per-week fixed schedule provides essentially the same outcome information as analysis of all three weekly urines. Further, the percent of opiate-positive samples is constant across weekday, indicating that a single urine, randomly selected from those collected each week, is a valid indicator of treatment performance.
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AB In healthy subjects, short term fasting suppresses the hypothalamic-pituitary -thyroid and hypothalamic-pituitary-gonadal (HPG) axes, with decreased serum levels of TSH and LH. However, effects of fasting on pulsatile release of TSH, LH, FSH, and alpha-subunit are less clear. Eleven healthy young men each underwent two 2-day studies: a baseline study during normal caloric intake and a fasting study during 56 h of caloric deprivation. During the final 24 h of each study, blood samples were drawn every 15 min for measurement of serum TSH, LH, FSH, and a-subunit pulses. Fifty-six hours of fasting caused a 50% suppression of mean TSH levels and TSH pulse amplitude, without altering TSH pulse frequency. Nocturnal TSH pulse amplitude decreased by 60%, with abolition of the usual nocturnal TSH surge. Fasting suppressed mean LH levels and LH pulse amplitude by 30%, without affecting LH pulse frequency. In contrast, mean FSH levels only decreased by 13%, without changes in FSPI pulse parameters, whereas mean alpha-subunit levels and pulse amplitude decreased by 20%. These data show that short term fasting has a greater suppressive effect on the hypothalamic-pituitary-thyroid axis than on the HPG aids. Within the HPG axis, FSH is more resistant to fasting-induced suppression than LH, implying discordant regulation of the two gonadotropins during nutritional deprivation, alpha-Subunit suppression during fasting appears to parallel that seen for LH.
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AB Although a growing body of evidence supports that alkali therapy in diabetic ketoacidosis (DKA) might be counterproductive, our knowledge about the consequences of this treatment on ketone metabolism is limited. Consequently, we performed clinical and animal studies to further examine this topic. The clinical studies assessed seven patients with DKA treated with continuous insulin infusion at a low dosage. Three of them also received sodium bicarbonate (NaHCO3), whereas the remaining four acted as controls. The group receiving NaHCO3 showed a 6-h delay in the improvement of ketosis as compared with controls. In addition, there was an increase in acetoacetate (AcAc) levels during alkali administration, followed by an increase in 3-hydroxybutyrate (3-OHB) level after its completion. Significant differences were not found between groups in the response of plasma glucose to the overall therapy. The animal study examined the effects of a NaHCO3-rich perfusate on the hepatic production of ketones with the in situ rat-liver preparation. Alkali loading resulted in an immediate increase in the AcAc level followed by increases in both the 3-OHB level and the 3-OHB/AcAc ratio after its completion. Hepatic ketogenesis increased even further, to about twice the basal level, after termination of the NaHCO3 loading. This investigation confirms that alkali administration augments ketone production and unravels an effect of bicarbonate infusion that promotes a selective build up of AcAc in body fluids. The data support that alkali therapy in DKA has nonsaltuary effects in the metabolism and plasma levels of ketones.
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AB A multilaboratory collaborative study was carried out to assess the utility of the spiral gradient endpoint (SGE) method for the determination of the antimicrobial susceptibilities of anaerobes and to evaluate the equivalence of the MICs obtained by the SGE method with those obtained by the reference agar dilution method of the National Committee for Clinical Laboratory Standards. The standard deviation of the MIC obtained by the SGE method for the five participating laboratories was +/-0.26 of a twofold dilution, whereas it was +/-1 twofold dilution by the reference method. The interlaboratory reproducibility of the results for two control strains tested with imipenem, chloramphenicol, and metronidazole indicated that 96% of the measurements fell within +/-1 twofold dilution of the mode. The equivalence of the SGE method with the agar dilution method was assessed with a wide variety of anaerobic organisms. The MICs by both methods were within 1 doubling dilution in 93% of the measurements (n = 1,074). Discrepancies generally occurred with those organism-drug combinations that resulted in tailing endpoints (Fusobacterium nucleatum, 86% agreement) or in cases of light growth (Peptostreptococcus spp., 86% agreement).
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AB Although the specific process that destroys neurons in patients with Alzheimer's disease (AD) remains obscure, biochemical studies of AD neurohistologic lesions and molecular attempts to map and clone genes in familial AD have contributed greatly to our knowledge of AD. The major component of the extraneuronal neuritic plaque is beta-amyloid (A beta), which may be neurotoxic. The major component of the intraneuronal neurofibrillary tangle is hyperphosphorylated tau protein. It is unclear why this process damages the neuronal cytoskeleton. Familial AD is genetically heterogeneous. Chromosomes 21, 14, and 1 are causative genes in early-onset familial AD. The apolipoprotein E4 allele of chromosome 19 is a risk factor for both early- and late-onset AD. Unraveling the actions of these three causative genes and the apolipoprotein E4 allele may explain disease mechanisms common to all patients with AD.
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AB The Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition criteria for diagnosing schizophrenia require the presence of characteristic symptoms and disabilities, as well as the specific exclusion of other disorders with similar symptomatology. Once schizophrenia is diagnosed, the classification of schizophrenic symptoms as psychotic, disorganized, or negative can help clinicians predict treatment outcomes and individualize both pharmacologic and psychosocial treatment. Three treatment phases (acute, resolving, and maintenance) have been described; each has different medication strategies and goals. The introduction of novel antipsychotic agents, such as clozapine and risperidone, has enhanced the clinicians' ability to manage schizophrenic patients. Nonetheless, psychosocial treatment remains an important component of overall patient management.
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AB This review will focus on three categories of poor response of patients with schizophrenia to an antipsychotic medication. The first category includes patients who continue to demonstrate positive psychotic symptoms when they receive adequate trials of an antipsychotic. These individuals may improve when their drug doses are altered or when they receive other drugs such as lithium or benzodiazepines in addition to their antipsychotic. Clozapine has been shown to result in substantial improvement in a majority of these patients. Additional evidence suggests that risperidone will also be effective in these individuals. The second category of poor responders consists of patients who are unable to tolerate the side effects of antipsychotics. These individuals may respond when they are changed to a newer antipsychotic. The third category includes patients who have persistent negative symptoms while they are treated with an antipsychotic. There is substantial evidence that these patients will demonstrate improvement in negative symptoms when they receive clozapine and risperidone as well as newer antipsychotics including olanzapine, sertindole, and quetiapine.
C1 UNIV CALIF LOS ANGELES, SCH MED, DEPT PSYCHIAT & BIOBEHAV SCI, LOS ANGELES, CA 90024 USA.
RP Marder, SR (reprint author), W LOS ANGELES VET AFFAIRS MED CTR, BRENTWOOD DIV, PSYCHIAT SERV 116A, 11301 WILSHIRE BLVD, LOS ANGELES, CA 90073 USA.
NR 40
TC 25
Z9 28
U1 2
U2 2
PU PHYSICIANS POSTGRADUATE PRESS
PI MEMPHIS
PA P O BOX 240008, MEMPHIS, TN 38124 USA
SN 0160-6689
J9 J CLIN PSYCHIAT
JI J. Clin. Psychiatry
PY 1996
VL 57
SU 11
BP 26
EP 30
PG 5
WC Psychology, Clinical; Psychiatry
SC Psychology; Psychiatry
GA VV133
UT WOS:A1996VV13300004
PM 8941168
ER

PT J
AU Marder, SR
AF Marder, SR
TI Clinical experience with risperidone
SO JOURNAL OF CLINICAL PSYCHIATRY
LA English
DT Article; Proceedings Paper
CT Roundtable Meeting on Antipsychotic Drug Therapy - Current Status
CY MAR   03, 1995
CL NEW ORLEANS, LA
SP Janssen Pharm Inc
ID NEUROLEPTIC MALIGNANT SYNDROME; CHRONIC-SCHIZOPHRENIC PATIENTS;
   OBSESSIVE-COMPULSIVE SYMPTOMS; DOUBLE-BLIND; CLOZAPINE WITHDRAWAL;
   ANTIPSYCHOTIC-DRUGS; PARKINSONS-DISEASE; TOURETTES-SYNDROME;
   HALOPERIDOL; DISORDER
AB Recent clinical experiences with risperidone including controlled trials, clinical observations, and reports of side effects are reviewed. The controlled trials indicate that risperidone is an effective antipsychotic that may have advantages over conventional antipsychotics for treating both positive and negative symptoms of schizophrenia. A number of clinical reports indicate that risperidone is also effective for psychotic illnesses that result from other disorders. Risperidone has a relatively mild side effect profile when compared with conventional antipsychotics.
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AB A 10-week open-label trial of fluvoxamine was conducted for male Vietnam combat veterans with chronic PTSD. Subjects were excluded if they met full current criteria for panic disorder or agoraphobia, and lifetime criteria for psychosis, bipolar disorder, or organic mental syndrome. Repeated MANOVA was performed to determine change over time. Fluvoxamine was well tolerated; side effects were observed primarily early in treatment with headache, insomnia, sedation, and gastrointestinal distress being most frequent. Fluvoxamine was effective for treating the core intrusion, avoidance, and arousal symptoms of PTSD. Large treatment effects were seen by 4-6 weeks, and maintained at 10 weeks. The magnitude of change was greater than has been previously reported for antidepressant treatment of male Vietnam combat veterans with PTSD.
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AB Recently, there has been an increased interest in workplace violence. However, the psychiatric literature has paid little, if any attention to the specific subject area of workplace property harm or sabotage by employees.
   The specific psychology and/or psychopathology of the individual worker may be relevant in the evaluation of sabotage behavior. However, psychosocial factors associated with behavior within organizations and originating in part from the job itself are not likely to be considered in the initial assessment. We therefore introduce concepts from the organizational behavior literature that may facilitate and complement psychiatric evaluation of sabotage in the workplace. These concepts will fill the gap in a biopsychosocial assessment of sabotage in the workplace and provide a nexus for future interdisciplinary studies of workplace property violence.
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AB We conducted an open-label study designed to assess the effects of tacrine on behavioral changes in patients with Alzheimer's disease (AD). Twenty-eight subjects completed a baseline evaluation and at least one assessment during treatment. Behavioral symptoms and cognitive function were assessed with the Neuropsychiatric Inventory (NPI) and Mini-Mental State Examination (MMSE), respectively. The mean NPI score at the maximum individual dose of tacrine attained was markedly decreased (behavior improved, compared to baseline). Symptoms of anxiety, apathy, hallucinations, aberrant motor behaviors, and disinhibition were most responsive. Subject stratification by dementia severity revealed a substantially reduced mean NPI score only in the group with moderate dementia, independent of cognitive response. Over half of the subjects with cognitive improvement had a marked reduction in behavioral symptoms, particularly apathetic behaviors. These data suggest that tacrine may be beneficial for selected behavioral symptoms in AD patients, particularly at higher doses and in those with moderate cognitive deficits.
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AB Using the planar lipid bilayer technique we demonstrate that the lipodepsipeptide antibiotic, syringomycin E, forms voltage-sensitive ion channels of weak anion selectivity. The formation of channels in bilayers made from dioleoylglycerophosphatidylserine doped with syringomycin E at one side (1-40 mu g/ml) was greatly affected by cis-positive voltage. A change of voltage from a positive to a negative value resulted in (i) an abrupt increase in the single channel conductance (the rate of increase was voltage dependent) simultaneous with (ii) a closing of these channels and an exponential decrease in macroscopic conductance over time. The strong voltage dependence of multichannel steady state conductance, the single channel conductance, the rate of opening of channels at positive voltages and closing them at negative voltages, as well as the observed abrupt increase of single channel conductance after voltage sign reversal suggest that the change of the transmembrane field induces a significant rearrangement of syringomycin E channels, including a change in the spacing of charged groups that function as voltage sensors. The conductance induced by syringomycin E increased with the sixth power of syringomycin E concentration suggesting that at least six monomers are required for channel formation.
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AB Dysphagia is a common complication for patients after cerebrovascular accident (CVA). The present study was done to determine the clinical outcome of dysphagia after CVA. The study also correlated the clinical outcome with the initial severity and location of the lesion. Method: A retrospective analysis of the videofluoroscopic study of patients who had clinical suspicion of dysphagia after stroke was performed. Forty-three patients met the inclusion criteria. All the patients included were 60 years of age or older with mean +/- SD of 70.09 +/- 8.69. The stroke diagnosis and location were documented by neuroimaging. Statistical analysis was done to determine whether initial severity of dysphagia, location of stroke, and age were predictive of dysphagia recovery. Results: The anatomical location of the lesion was predictive of dysphagia improvement. The highest incidence of improvement was noted in cortical stroke (65%), lowest in multiple strokes (12.5%), and intermediate values for subcortical (31%) and brainstem (20%) strokes (chi (2): 8.17; p < 0.0427). Initial severity of dysphagia and age was not predictive of improvement. There was a trend for increased risk of aspiration in patients with multi pie strokes, but this did not reach statistical significance. Conclusion: Improvement of dysphagia secondary to stroke is related to the anatomical location of the lesion, with better recovery in single cortical strokes and worse in multiple strokes. Improvement of dysphagia is not related to age or initial severity of dysphagia.
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AB The Internet and particularly the World-Wide-Web is becoming a useful tool for the nuclear medicine community. Methods: The Computer and Instrumentation Council of the Society of Nuclear Medicine convened an Internet Focus group to discuss collaboration using the Internet. The prototype application considered was development of case-based teaching files using the World-Wide-Web. Teaching file cases (clinical history, images, description of findings and discussion) on World-Wide-Web servers at different institutions are integrated using the Internet. The user can navigate from case to case using point-and-click hypertext linking. Results: The initial experience with collaboration has been encouraging. An etiquette to help foster collaboration has been proposed. Development of quality control mechanisms and introduction of peer review were identified as issues needing further work. Conclusion: The World-Wide-Web offers great potential for new forms of collaboration. There is, however, a need to learn how to make best use of this new resource.
C1 WASHINGTON UNIV,MALLINCKRODT INST RADIOL,ST LOUIS,MO.
   LOYOLA UNIV,MED CTR,MAYWOOD,IL 60153.
   W LOS ANGELES VET AFFAIRS MED CTR,LOS ANGELES,CA 90073.
   UNIV WESTERN ONTARIO,LONDON,ON,CANADA.
   WASHINGTON UNIV,SEATTLE,WA.
   FRANCIS A COUNTWAY LIB MED,BOSTON,MA.
   BRIGHAM & WOMENS HOSP,HARVARD MED SCH,BOSTON,MA 02115.
RP Parker, JA (reprint author), BETH ISRAEL HOSP,DIV NUCL MED,HARVARD MED SCH,330 BROOKLINE AVE,BOSTON,MA 02215, USA.
NR 27
TC 23
Z9 24
U1 0
U2 0
PU SOC NUCLEAR MEDICINE INC
PI RESTON
PA 1850 SAMUEL MORSE DR, RESTON, VA 22090-5316
SN 0161-5505
J9 J NUCL MED
JI J. Nucl. Med.
PD JAN
PY 1996
VL 37
IS 1
BP 178
EP 184
PG 7
WC Radiology, Nuclear Medicine & Medical Imaging
SC Radiology, Nuclear Medicine & Medical Imaging
GA TP052
UT WOS:A1996TP05200038
PM 8543991
ER

PT J
AU Arnason, JA
   Patel, AK
   Rahko, PS
   Sundstrom, WR
AF Arnason, JA
   Patel, AK
   Rahko, PS
   Sundstrom, WR
TI Transthoracic and transesophageal echocardiographic evaluation of the
   aortic root and subvalvular structures in ankylosing spondylitis
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AB Objective. During the preclinical phase of cardiac involvement in ankylosing spondylitis (AS), examination, electrocardiography, and transthoracic echocardiography (TTE) may lack the sensitivity to detect cardiac abnormalities. Since transesophageal echocardiography (TEE) allows a closer view of the aortic root and subvalvular structures we investigated whether preclinical abnormalities of the aortic root and subvalvular structures could be detected.
   Methods. Clinical and echocardiographic (TTE and TEE) evaluation of 29 male patients with AS and 13 age matched controls.
   Results. No patient with AS had a high degree heart block. Aortic root dimensions were comparable between the study groups, but the anterior aortic wall was thinner in patients with AS than controls, 0.25 and 0.41 cm, respectively (p = 0.016). The posterior aortic wall was thicker and subjectively more echogenic than the anterior wall in 17/29 patients with AS compared to 4/13 controls. Aortic valve insufficiency was detected with TEE in 10/29 patients with AS. In 8/9 patients with AS studied with TEE, the subaortic structures were thickened and/or of increased echogenicity. This abnormal echo extended into the membranous septum.
   Conclusion. Abnormal subvalvular echoes consistent with fibrosis of the aortic root and membranous interventricular septum were detected with TEE but not TTE, The use of TEE may allow earlier diagnosis of cardiac involvement in AS.
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AB Recent studies of community-based populations have shown that the comorbidity seen in clinical studies of individuals with eating disorders and substance abuse extends in a graded manner to subclinical levels of each dysfunction as well as to adolescent populations. We hypothesized that frequency of dieting in the sixth grade would predict later alcohol use in middle school students. Data from 1,905 participants in a middle school health promotion project were analyzed We found a positive, graded relationship between the frequency of dieting in the sixth grade and the frequency of alcohol intake in the ninth grade. We also found that frequency of dieting in sixth grade was a more powerful predictor of future drinking than such parameters as others' approval of alcohol use, perceptions of peer use of alcohol, and personal feelings of shyness and self-satisfaction. Implications of these findings are discussed.
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AB OBJECTIVE: To summarize current information on the scope, epidemiology, clinical manifestations, diagnostic approach, and general management of infectious diseases in nursing home residents, as well as the specific treatment of common infections occurring in the nursing home setting.
   DESIGN: Survey and literature review of the diagnostic and therapeutic problems of nursing home residents with infections.
   CONCLUSIONS: Older persons residing in nursing homes as well as other types of long-term care facilities are at increased risk for infections. Moreover, infection is the most frequent reason for patients to be transferred from nursing homes to an acute-care facility. The most common infections that are acquired in nursing homes are urinary tract infection (cystitis pyelonephritis), respiratory infections (pneumonia, bronchitis), and skin/soft tissue infections (infected pressure ulcers, cellulitis). Most serious infections in this setting are caused by bacteria; however, influenza and other respiratory viruses as well as herpes tester may cause significant morbidity in older nursing home residents. Mycobacterium tuberculosis infects nursing home residents at a higher rate than it infects older community dwellers. Infections in older nursing home residents may manifest clinically, with atypical symptoms and signs, including the absence of fever. Rapid diagnostic evaluation and early therapeutic intervention are essential for minimizing the high mortality and morbidity associated with infections in this older population; most nursing home residents with serious infections should be considered for hospitalization.
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AB PURPOSE: To evaluate fluoroscopically guided percutaneous feeding tube placement in pediatric patients.
   MATERIALS AND METHODS: Sixty-one procedures were performed, Periprocedural care protocol was changed after patient nine. Forty-eight-hour and 30-day outcomes were assessed.
   RESULTS: Almost 97% of procedures were successful, The 48-hour major and minor complication rates were 1.9% and 9.6%, respectively, after the initial nine procedures. Risk factors for early complications were the use of the initial care protocol (P < .01) and patient weight below the 50th percentile (P < .05). Major and minor 30-day complication rates were 8.3% and 12.0%, respectively. Risk factors for delayed complications were placement of a gastrojejunostomy tube rather than a gastrostomy tube (P < .05) and immunosuppression (P < .05).
   CONCLUSION: Percutaneous feeding tubes can be placed in children with a high rate of technical success. Optimal results require attention to periprocedural care. Morbidity is common during the first month of tube use.
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AB This study was designed to test the hypothesis that the antikaliuresis caused by trimethoprim could be diminished by alkalinizing the luminal fluid in the CCD, thereby converting trimethoprim from its cationic, active form to an electroneutral, inactive form. Timethoprim-induced inhibition of transepithelial Na+ transport was examined in A6 distal nephron cells by analysis of short circuit current. The voltage-dependence of the trimethoprim-induced block of Na+ channels was examined with patch clamp recordings of A6 cells. The antikaliuretic effect of trimethoprim was examined in vivo in rats pretreated with desoxycorticosterone and with NH4Cl to lower urine pH, and in rats also receiving acetazoiamide to raise urine pH. We found that the concentration of trimethoprim required to inhibit the amiloride sensitive component of short circuit current by 50% (IC50) was 340 mu M (at pH 8.2) and 50 mu M (at pH 6.3). The IC(50)s of protonated trimethoprim were similar (34 mu M at PH 8.2 and 45 mu M at pH 6.3). The mean time open for the high selectivity, Na+ channel was reduced from 1679 +/- 387 msec to 502 +/- 98 msec with addition of 10(-5) M trimethoprim to patch pipette solution at the resting membrane potential (-V-pipette = 0 mV). Further decreases in mean time open were observed as -V-pipette was reduced (that is, apical membrane hyperpolarization) to -40 mV (mean time open = 217 +/- 85 msec) and to -80 mV (mean time open = 69 +/- 13 msec). In vivo, trimethoprim caused a > 50% reduction in potassium (K+) excretion due primarily to a fall in the [K+] in the lumen of the terminal CCD. This effect of trimethoprim was markedly attenuated in an alkaline urine induced by acetazolamide. We conclude that it is the charged, protonated species of trimethoprim which blocks epithelial Na+ channels. Increasing urinary pH decreases the concentration of the charged species of trimethoprim and minimizes its antikaliuretic effect.
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AB Since in some studies in hemodialysis patients calcitriol treatment has resulted in a reduction of both parathyroid hormone (PTH) levels and the set point of calcium, it has been suggested that the set point of calcium reflects a reduction in the magnitude of hyperparathyroidism. However, others have maintained that the set point of calcium is primarily an indicator of the serum calcium at which PTH is secreted and may be dissociated from the magnitude of hyperparathyroidism. The present study was designed to evaluate how a reduction in PTH levels associated with an increase in the predialysis (basal) serum calcium would affect the set point of calcium. Two different treatments were used to produce a reduction in PTH that was associated with an increase in predialysis serum calcium. In the first group, hemodialysis patients received 2 mu g of intravenous calcitriol and were dialyzed with a 3.5 mEq/liter calcium dialysate for six weeks; in the second group, hemodialysis patients were dialyzed with a 4 mEq/liter calcium dialysate and had oral calcium supplementation increased for six weeks. In both groups, low and high calcium studies were performed to determine the PTH-calcium relationship before treatment, at the end of six weeks of treatment, and six weeks after the discontinuation of treatment. In the calcitriol group, the predialysis calcium increased from 9.62 +/- 0.34 to 10.56 +/- 0.31 mg/dl, P < 0.05 and the set point of calcium increased from 9.34 +/- 0.23 to 9.79 +/- 0.25 mg/dl, P < 0.05 at the same time as maximally stimulated PTH decreased from 2637 +/- 687 to 1555 +/- 617 pg/ml, P < 0.05. In the high calcium dialysate group, the predialysis serum calcium increased from 9.19 +/- 0.31 to 9.84 +/- 0.28 mg/dl, P < 0.05, and set point of calcium increased from 9.01 +/- 0.28 to 9.39 +/- 0.22 mg/dl, P < 0.05 at the same time as maximally stimulated PTH decreased from 1642 +/- 450 to 1349 +/- 513 pg/ml, P < 0.05. Discontinuation of treatment for six weeks resulted in a return to pretreatment values. In conclusion, our results would suggest that (1) the set point of calcium may not be a reliable indicator of the magnitude of hyperparathyroidism during calcitriol treatment, and (2) PTH secretion may adapt to the ambient serum calcium concentration.
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AB Patients with a systemic-to-pulmonary artery shunt and positive findings on traditional imaging modalities such as chest X-ray, echocardiography, or cardiac angiography often can benefit from additional noninvasive imaging with magnetic resonance imaging (MRI). Diagnostic dilemmas encountered include: pseudoaneurysms, contained fluid collection (seroma) surrounding a shunt, and stenosis of the shunt anastomoses. MRI studies using traditional cardiac-triggered spin-echo (SE) imaging and the newer breathhold MRI studies with k-space segmented gradient-recalled echo (GRE) imaging can greatly help resolve diagnostic dilemmas, By combining different MR imaging techniques it becomes possible to clearly distinguish between pseudoaneurysms and seroma, to exclude an active leak and to sometimes visualize the distal anastomosis with more precision than conventional angiography, MRI is often able to add information needed for clinical decision making prior to surgical repair. Copyright (C) 1996 Elsevier Science Inc.
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AB A general model is developed for segmenting magnetic resonance images using vector decomposition and probability techniques. Each voxel is assigned fractional volumes of q tissues from p differently weighted images (q less than or equal to p + 1) in the presence of partial-volume mixing, random noise, and other tissues. Compared with the eigenimage method, fewer differently weighted images are needed for segmenting the q tissues, and the contrast-to-noise ratio in the calculated fractional volumes is improved. The model can produce composite tissue-type images similar to that of the probability methods, by comparing the fractional volumes assigned to different tissues on each voxel. A three-tissue (p = 2, q = 3) model is illustrated for segmenting three tissues from dual-echo images, It provides statistical analysis to the algebraic method. A three-compartment phantom is segmented for validation. Two clinical examples are presented.
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AB The theoretical industrial organization literature cites varying factors which might influence the degree of technical efficiency achieved under different ownership structures in the US hospital industry. Unfortunately, this literature offers no consensus regarding the net direction and magnitude of these various effects. This study analyzes the four types of ownership structure in the US hospital industry-private nonprofit, private for-profit, federal, and state and local government. Distance functions are used to measure technical efficiency of hospitals producing multiple outputs relative to other hospitals in the sample, allowing comparisons among the different ownership types.
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AB Calcitriol is effective in suppressing PTH levels in haemodialysis patients with hyperparathyroidism but has a low therapeutic index. There is a search for other vitamin D sterols that suppress PTH but cause less hypercalcaemia. We review evidence that 1 alpha-hydroxy-vitamin D-2 (1 alpha-D-2) may be an effective and safer alternative to calcitriol. In vitamin D-deficient rats, 1 alpha-D-2 is equipotent to 1 alpha-D-3, which is converted to calcitriol before it acts; but, in normal rats, 1 alpha-D-2 is much less toxic at high doses. In osteopenia models, either steroid-induced or following ovariectomy, 1 alpha-D-2 is equal to or more effective than 1 alpha-D-3 in preventing bone loss but causes less hypercalciuria. Studies in osteoporotic women reveal minimal hypercalciuria with 1 alpha-D-2 at doses up to 4 mu g/day, data suggesting greater safety than reported with calcitriol or 1 alpha-D-3. Preliminary data in haemodialysis patients with secondary hyperparathyroidism demonstrate the efficacy of 1 alpha-D-2 in suppressing PTH levels with minimal untoward effects on serum Ca and no effects on serum P. Taken together, these observations suggest that 1 alpha-D-2 deserves strong consideration as a therapeutic agent for secondary hyperparathyroidism associated with end-stage renal disease.
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AB We investigated the range of behavioral abnormalities in patients with Alzheimer's disease (AD) compared with normal age-matched control subjects. The range of behavioral disturbances manifested and the relationship between specific abnormalities with the level of cognitive impairment have not been established. Fifty consecutive outpatients with mild (n = 17), moderate (n = 20), and severe (n = 13) AD and 40 age-matched nor mal controls were evaluated for behavioral abnormalities occurring in the month preceding the interview. The caregivers of the patients and the spouses of the control subjects were interviewed with the Neuropsychiatric Inventory (NPI). The frequency and severity of the following 10 behaviors were assessed: delusions, hallucinations, agitation, dysphoria, anxiety, euphoria, apathy, disinhibition, irritability, and aberrant motor behavior. Correlations among these 10 behaviors and their relationship with cognitive impairment were also investigated. Eighty-eight percent of AD patients had measurable behavioral changes. All 10 behaviors were significantly increased in the AD patients compared with normal subjects. The most common behavior was apathy, which was exhibited by 72% of patients, followed by agitation (60%), anxiety (48%), irritability (42%), dysphoria and aberrant motor behavior (both 38%), disinhibition (36%), delusions (22%), and hallucinations (10%). Agitation, dysphoria, apathy, and aberrant motor behavior were significantly correlated with cognitive impairment.
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AB Performance on a multiple-frame search task (MFST) was investigated in 18 schizophrenia patients and 19 nonpsychiatric controls. Three of 4 indices indicated automation of visual detection responses in both groups on the MFST. In dual-task conditions (MFST during reaction time tasks), the schizophrenia patients showed greater dual-task RT slowing than controls, suggesting reduced resource availability in schizophrenia patients. Performance operating characteristic representations also indicated greater resource limitations in schizophrenia patients but showed similar allocation policy in both groups. The results suggest that schizophrenia patients have reduced availability of processing resources, which is not likely to be due to faulty resource allocation. However, these data do not confidently resolve whether schizophrenia patients reach a normal level of automation. Implications for frontal-subcortical models of schizophrenia are discussed.
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AB Subcortical structures play an important role in modulating mood, drive, memory, executive functions, and cognitive timing, Subcortical structures are intimately linked with the frontal lobe and limbic system. Key subcortical structures regulating behavior include the caudate nucleus, the ventral striatum, the ventral pallidum, and the dorsomedial and reticular nuclei of the thalamus. Some degenerative diseases affect subcortical nuclear and white matter structures, causing involuntary movements and abnormal behavior. Primary psychiatric illnesses, such as obsessive-compulsive disorder, have been proposed to arise from dysfunction in the frontostriatal-thalamic circuits. The neuroanatomical and neurochemical organization of these subcortical systems mediating complex behaviors and the interactions between behavioral and motor systems are increasingly well understood. Undoubtedly, our newer understanding of subcortical systems will help us to unravel the pathophysiology of some neuropsychiatric disorders.
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AB The torque generated during a passive movement of the knee joint was used to quantify muscle tone in normal able-bodied subjects and spastic and flaccid spinal cord injury (SCI) subjects using a computerized isokinetic dynamometer. Maximum peak (T-max) and the sum of four consecutive peaks (T-sum) were calculated for each velocity (30, 60, 120 degrees/s) and for each phase (flexing or extending) separately and compared statistically using a one-way ANOVA, Statistical significance between groups was found in T-max FLEXION (FLX) at 60 and 120 degrees/3. Scheffe's tests revealed that the spastic group was significantly less than both the flaccid and normal groups, although the flaccid and normal groups were not significantly different from each other. The slopes of the linear regression curve of the torque-velocity data were found and compared statistically using a t-test for parallelism. In all parameters, the data increased in a linear fashion with increasing velocity of knee motion. The slope of the regression curve for the spastic group was significantly lower than that of the normal group for T-max and was significantly lower than that of the flaccid group for T(sum)significantly lower than that of the flaccid group for Tsum while the slopes for the flaccid and normal groups were not significantly different. The ability of the entire set of variables to classify subjects into three groups (normal, spastic, and flaccid) was tested using discriminant analysis. By taking into account 7 of the 12 original variables, this multivariate technique correctly classified 100% of the spastic, 90% of the normal, but only 67% of the flaccid subjects. Separation of observations was between spastic and normal subjects was good, except for only one case. This feature could be useful when dealing with assessment of individual responses to therapeutic interventions aimed at modification of spasticity.
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AB We studied the effect of the prostaglandin synthesis inhibitor, indomethacin, on pentagastrin-associated enhancements of gastric mucosal defense mechanisms, using a microfluorometric technique in which mucus gel thickness, intracellular pH (pH(i)), gastric mucosal blood how, and acid secretion were measured simultaneously in vivo. Intravenous infusion with pentagastrin (80 mu g/kg/h) increased mucus gel thickness, induced a hyperemic response to luminal acid, and enhanced pH(i) homeostasis during acid superfusion. Indomethacin, (5 mg/kg, IP) did not alter the effects of pentagastrin on acid output, mucus gel thickness, mucosal blood how, and pH(i) homeostasis. Indomethacin alone did not affect any of these measures. We conclude that the enhancement of gastric defense mechanisms due to pentagastrin is independent of prostaglandin synthesis.
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AB CCK-58 has been shown to be the major circulating form of the hormone in the dog and human. To date, there have been no reports on its biological activity in vivo. We report here that CCK-8 and CCK-58 were equipotent in decreasing gastric motor function after bolus doses and in stimulating protein secretion after continuous infusion in urethane-anesthetized rats. The present results are the first on the in vivo activity of CCK-58, and indicate that because CCK-58 is equipotent to CCK-8, and because it is a major released and circulating form, it may be considered as a major contributor to the expression of cholecystokinin bioactivity. Copyright (C) 1996 Elsevier Science Inc.
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AB The antipsychotic drug olanzapine is similar to clozapine and risperidone in potent serotonergic antagonism, We assessed obsessive-compulsive symptoms during olanzapine treatment because these symptoms have been reported during risperidone and clozapine treatment, Obsessions and compulsions were measured in 25 subjects with schizophrenia before and after a 6-week double-blind trial comparing two olanzapine doses to placebo. At baseline, 8 subjects had mild or moderate obsessions, and 6 had mild compulsions, There was no significant difference in the course of obsessive-compulsive symptoms among the th ree treatment groups.
   We found that olanzapine did not appear to cause obsessive-compulsive symptoms in patients with schizophrenia, Our sample size, the dose and duration of olanzapine treatment, and assessment methods limit the extent to which this finding can be generalized. Though emerging obsessive-compulsive symptoms have been reported for 13 clozapine-treated and 2 risperidone-treated patients with schizophrenia, this phenomenon has not yet been demonstrated in a controlled study.
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AB The pharynx is the site of upper airway obstruction during sleep. As a collapsible tube, pharyngeal patency is determined by transmural pressure and the compliance of the pharyngeal wall. Thus, several factors may influence upper airway patency including the activity of upper airway dilating muscles, the magnitude of caudal traction generated by thoracic inspiratory activity, vascular tone and mucosal surface forces. Changing ventilatory motor output influences upper airway patency primarily by altering dilating muscle activity or caudal traction. Increased ventilatory motor output enhances upper airway patency, Isolated reduction of ventilatory motor output has no significant effect on upper airway patency. However, upper airway narrowing or occlusion occur at the nadir of ventilatory drive during induced periodic breathing and during central apnea. The latter indicates that negative intraluminal pressure is not required for upper airway obstruction during sleep. Therefore, upper airway occlusion during sleep may be due to: (1) passive collapse of a compliant upper airway by gravitational factors or (2) active closure generated by the contraction of the pharyngeal constrictors.
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AB The single path model (SPM) of airway gas transport with a distributed blood source term was used to simulate multiple breath inert lung gas washout of N-2, He, and SF6 after total body equilibration with these gases. Normalized phase III inert gas washout slopes were computed for each breath and compared with published experimental data obtained under similar conditions on human subjects. The model predicts a normalized slope asymptote which agrees with experimental results within two standard deviations or less of the mean, depending on the lengths and diameters assumed in the acinar airways of the SPM. In the model and in the human subject data, the asymptote represents the development of a quasi-steady state in which the volume of inert gas exhaled at the mouth is equal to the volume transported into the acinar airways by the pulmonary blood during each breath. The present study indicates that at least in the steady state, airway inhomogeneity is not essential to model lung washout data, and that a distributed blood source term in the SPM yields good agreement with experiment.
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AB The 1987 American College of Rheumatology (ACR) criteria for the classification of rheumatoid arthritis (RA) were clinically assessed. These criteria do not include findings of synovial fluid (SF) analysis and require no exclusion criteria. We have studied sequential patients with arthritis seen in four rheumatology centers in the Philadelphia area. Classifications by the ACR criteria were compared with our clinical diagnoses. Two hundred ninety eight patients were evaluated, 113 with RA and 185 with other diagnoses. Classifications as RA by the ACR criteria corresponded to our clinical diagnosis in 95% of the cases, corroborating the high sensitivity previously reported. However, we found a lower specificity (73%) than that reported (89%). False positive classifications as RA were found in 71% of patients with psoriatic arthritis, 48% of patients with SLE, and 31% of patients with gout. The specificity could be improved to 89% by excluding disorders with obvious distinguishing extraarticular features such as psoriasis or by SF findings of monosodium urate crystals. Awareness of these possible sources of confusion will further increase the teaching and epidemiologic value of these useful simplified criteria.
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AB We recently developed a two-step clonal cell culture system for murine lymphohematopoietic progenitors that are capable of producing myeloid and B-lymphoid progenies and characterized their cytokine requirements. We subsequently observed that addition of interleukin-1 (IL-3) or IL-1 alpha to permissive cytokine combinations in primary culture abrogates the B-lymphoid potential but not the myeloid potential of the lymphohematopoietic progenitors. We now describe a similar negative regulation of the T-cell potential of the lymphohematopoietic progenitors. Lin(-) Ly-6A/E(+) marrow cells from 5-fluorouracil-treated mice were plated individually by micromanipulation in methylcellulose culture with steel factor (SF) and IL-11 for 8 days. The resulting colonies were tested for myeloid potential by reculturing part of each colony in secondary myeloid suspension culture. Remainders of individual primary colonies were injected intravenously into scid mice for determination of T- and B-lymphoid potentials. Approximately 10% of the progenitors that differentiated along myeloid lineages in culture reconstituted T- and B-cell compartments in scid mice. However, when scid mice were injected with colonies pooled from cultures containing steel factor, IL-11, and either IL-3 or IL-1 alpha, there was no reconstitution of thymocytes or spleen T cells. These results suggest negative regulatory roles for IL-3 and IL-1 alpha in the early stages of T lymphopoiesis. (C) 1995 by The American Society of Hematology.
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AB We established an immortalized, nontumorigenic human bronchial epithelial cell line by transfection with the origin of replication-defective SV40 large T plasmid. This line spontaneously became tumorigenic at passage 184 (NL20T), although subsequent passages (passages 189, 200, and 205) failed to form tumors. The tumorigenic cell line NL20T was reinoculated back into athymic nude mice, and the two subsequently derived cell lines (NL20T-A and NL20T-B) have been passaged 85 times in vitro and remain tumorigenic However, late-passage NL20T cells consistently lose their tumorigenicity when passaged in vitro on tissue culture plastic dishes (NL20T-n cells). Thus, two of the cell lines, NL20 and NL20T, reverted to the nontumorigenic phenotype reproducibly and spontaneously following serial passage on plastic tissue culture plates, whereas cells passaged in mice (NL20T-A and -B) did not.
   We used these nontumorigenic (NL20 and NL20T-n) and tumorigenic (early passage NL20T, NL20T-A, and NL20T-B) cells to study the role of the alpha 5/beta 1-integrin and attachment to fibronectin in tumorigenicity. The two nontumorigenic cell lines (NL20 and NL20T-n) attached slower to fibronectin-coated plates than the two tumorigenic cell lines in a cellular-extracellular matrix adhesion assay, Attachment was abrogated by exposure to a blocking antibody to the alpha 5/beta 1-integrin, the fibronectin receptor, in the two tumorigenic cell lines, Cell surface expression of the alpha 5/beta 1 cell surface protein by flow cytometry was highest in the tumorigenic NL20T and NL20T-A cells.
   NL20T-A cells were cultured with an antibody to alpha 5/beta 1 and inoculated s.c. into athymic nude mice; tumorigenicity of the NL20T-A cells was inhibited in a dose-dependent manner, Tumorigenicity was also inhibited partially with monoclonal antibodies to either alpha 5 or beta 1.
   A mixture of 10% tumorigenic NL20T-A cells and 90% nontumorigenic NL20 cells was cultured on plastic, type IV collagen, laminin, and fibronectin for 9 weeks, Only cells cultured on fibronectin formed tumors when inoculated s.c. into athymic nude mice.
   We conclude that these data are consistent with the hypothesis that neoplastic transformation in our original cell line arose from irt vivo selection of a small mutant clone, which had arisen in culture and was selected subsequently in vivo but was lost with in vitro culture in NL20 cells, and that alpha 5/beta 1-integrin interaction with the extracellular matrix may play a role in tumorigenicity in our system.
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AB Insulin activates glucose transport by recruiting Glut4 glucose transporters from an intracellular pool to plasma membrane (PM). To localize intracellular translocating Glut4, we studied the effects of brefeldin A (BFA), which disassembles Golgi and prevents trans-Golgi vesicular budding, on the glucose transport system. Isolated rat adipocytes were treated with and without both BFA (10 mu g/ml) and insulin. BFA did not affect maximal rates of either 2-deoxyglucose or 3-O-methylglucose transport or the insulin:glucose transport dose-response curve but did increase basal transport by similar to 2-fold (p < 0.05). We also measured Glut4 in PM, low (LDM) and high density microsome subfractions. In basal cells, BFA increased PM Glut4 by 58% concomitant with a 18% decrease in LDM (p < 0.05). Insulin alone increased PM Glut4 by 3-fold concomitant with a 56% decrease in LDM. BFA did not affect insulin-induced changes in Glut4 levels in PM or LDM, Most intracellular Glut4 was localized to sub-PM vesicles by immunoelectron microscopy in basal cells, and BFA did not affect insulin-mediated recruitment of immunogold-labeled Glut4 to PM. In summary, 1) in basal cells, BFA led to a small increase in glucose transport activity and redistribution of a limited number of transporters from LDM to PM; 2) BFA did not affect insulin's ability to stimulate glucose transport or recruit normal numbers of LDM Glut4 to PM; and 3) insulin action is predominantly mediated by a BFA-insensitive pool of intracellular Glut4, which localizes to sub-PM vesicles. Thus, the major translocating pool of Glut4 in rat adipocytes does not involve trans-Golgi.
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AB Background: Delirium, a common and often overlooked syndrome in acutely ill elderly patients, may present with signs and symptoms of depression. Objective: To determine (1) how often health care providers mistake delirium for a depressive disorder in older hospitalized patients referred to a psychiatric consultation service for depressive symptoms and (2) which signs and symptoms of depression and delirium characterize these patients.
   Subjects: Patients older than 60 years, admitted to a Veterans Affairs teaching hospital, and consecutively referred to a psychiatric consultation service for evaluation and treatment of a depressive disorder.
   Methods: The diagnosis of delirium was based on two independent assessments: (1) a clinical interview by a member of the psychiatric consultation service and (2) a structured bedside evaluation performed by one of the investigators, who was not a member of the psychiatric consultation. service. The investigator administered the Confusion Assessment Method Instrument, Mini-Mental State Examination, digit span forward, and months of year backward. The investigator also administered the Diagnostic Interview Schedule items for depression to elicit depressive symptoms.
   Results: Twenty-eight (41.8%) of the 67 subjects referred for evaluation or treatment of a depressive disorder were found to be delirious. Compared with nondelirious subjects, the delirious subjects were older and more impaired in activities of daily living. The delirious subjects often endorsed depressive symptoms, such as low mood (60%), worthlessness (68%), and frequent thoughts of death (52%). The referring health care provider had considered delirium in the differential diagnosis of the mood disturbance in only three subjects.
   Conclusion: Health care providers should consider the diagnosis of delirium in hospitalized elderly patients who appear to be depressed.
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AB As a market economy continues to permeate U.S. health care, fiscal accountability imposed by purchasers of medical services will reduce funds for medical education and will heighten the scrutiny of that activity. The authors propose that U.S. academic health centers must respond to these changes in the health care environment by critically examining their culture and values. This process will call for a reorientation of their values to place clinical education at the center of the academic enterprise.
   The authors challenge the notion that research and publications-oriented faculty are the best group to train optimally effective clinical practitioners. They argue that although faculty promotion and rank in American medical schools are highly correlated with publications and funded research, there is no body of evidence that shows that fecundity in research or publications is essential for faculty to be excellent medical educators. The authors maintain that the main tool for realigning the fundamental values of academic health centers will be a new form of faculty management by the medical leadership.
   After outlining the current approach to research, teaching, clinical service, and administration at academic health centers, the authors challenge the traditional view that a faculty member should master all of these our elements, and state that the era of the ''quadruple-threat'' faculty member is passing. What can emerge is an emphasis sis on departments' and institutions' becoming ''quadruple threats,'' which can occur only if institutions' leaders become better managers of their individual faculty members' priorities. Similarly, chairs should be selected trained, and evaluated on the basis of not only-their professional skills but also on their abilities to be effective administrators and managers. The ultimate goal is to better match the skills of individual faculty with the complex and evolving missions of academic health centers.
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AB Laboratory trials have demonstrated the efficacy of nicotine replacement in smoking cessation but absolute success rates are low. For many, nicotine gum is hard to use and transdermal nicotine is slow-acting and passive. A new, faster-acting nicotine nasal spray (NNS) can provide easily self-administered relief from cigarette withdrawal. The NNS was tested for safety and efficacy in smoking cessation. Two hundred and fifty-five smokers were randomized to NNS or a piperine placebo. Drug use was limited to 8-32 doses/day for 6 months. Subjects were tested while smoking and at post-cessation daily (week 1) with follow-up at weeks 2, 3, 6 and at 3 months, 6 months and I year. Continuous abstinence analyses (CO less than or equal to 8 ppm.; no slips) showed that NNS significantly enhanced success rates over placebo overall (p < 0.001) and at all test intervals. Differences at key intervals between active and placebo were: 63% vs. 40% (day 5), 51% us. 30% (week 3), 43% vs. 20% (6 weeks), 34% vs. 13% (3 months), 25% vs. 10% (6 months) and 18% vs. 8% (I year). Side effects were common but tolerable. Cotinine measures showed that replacement of nicotine approximated 30% of smoking levels. Hazard functions revealed relapse risks peaked at day 1, day 5 and 3 weeks for strict abstinence. It is concluded NNS is safe, efficacious and a viable alternative treatment for smoking cessation.
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AB This quasi-experimental study sought to determine if a specific nursing intervention to instill hope would positively influence levels of hope, self-efficacy, self-esteem, and depression in homeless veterans. Miller's Model of Patient Power Resources served as the conceptual framework from which a middle-range theory of homelessness-hopelessness was derived to guide the study. Homeless veterans completed pretests on admission to a Veterans Affairs Medical Center, were randomly assigned to treatment or waiting control group, and completed posttests at the end of 4 weeks. There was support for the homelessness-hopelessness theory as evidenced by a high level of depression and low levels of hope, self-efficacy, and self-esteem among these homeless veterans. Further support for the theory was seen in the increased levels of hope and self-esteem and decreased depression in veterans who received the nursing intervention. Treatment and control groups differed significantly with regard to hope at posttest.
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AB BACKGROUND: Previous findings indicated that serum 25-hydroxyvitamin D and urinary calcium are decreased and serum immunoreactive parathyroid hormone, serum 1,25-dihydroxyvitamin D, and urinary cyclic adenosine 3',5'-monophosphate are increased in normal black compared to normal white subjects. Studies were carried out to determine if alteration of the vitamin D-endocrine system in blacks is reversed by oral supplementation with 25-hydroxyvitamin D-3.
   PATIENTS AND METHODS: Eight normal young adult black men and women were admitted two times to a metabolic ward for 2.5 days and studied after no treatment and again after treatment for 1 week with oral 25-hydroxyvitamin D-3, 40 to 60 mu g/d. Six of the subjects underwent a postcontrol study after discontinuation of treatment.
   RESULTS: 25-Hydroxyvitamin D-3 treatment significantly increased serum 25-hydroxyvitamin D and urinary calcium and reduced serum 1,25-dihydroxyvitamin D and urinary cyclic adenosine 3',5'-monophosphate, an index of function of parathyroid hormone. In a postcontrol study, values for serum 25-hydroxyvitamin D, serum 1,25-dihydroxyvitamin D, and urinary calcium had returned to control values.
   CONCLUSIONS: The results provide evidence that reduction of serum 25-hydroxyvitamin D contributes to or accounts for alteration of the vitamin D-endocrine system in black subjects.
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AB Mechanisms involved in central thyrotropin-releasing hormone (TRH) analogue RX-77368-induced prevention of gastric lesions were investigated in urethan-anesthetized rats. Gastric lesions were induced by intragastric administration of ethanol (4 ml/kg) and assessed 1 h later by macroscopic visualization using computerized image analysis. RX-77368 (3, 5, and 10 ng) microinjected into the dorsal motor nucleus of the vagus (DMN) decreased ethanol-induced gastric lesions by 79, 68, and 61%, respectively. RX-77368 at 1.5, 15, or 30 ng into the DMN or at 3 or 10 ng into the nucleus of the solitary tract, hypoglossal nucleus, or reticular field was ineffective in preventing mucosal damage. The protective effect of RX-77368 (3 ng into the DMN) was partly inhibited by peripheral injection of indomethacin and completely blocked by atropine, the calcitonin gene-related peptide antagonist, CGRP-(8-37), and N-G-nitro-1-arginine methyl ester (L-NAME). L-arginine, but not D-arginine, reversed the effect of L-NAME. RX-77368 (3 ng into the DMN) enhanced gastric prostaglandin E(2) (PGE(2)) release. These data indicate that low doses of TRH analogue act in the DMN to induce gastric protection against ethanol injury through muscarinic-, PGE(2)-, CGRP-, and nitric oxide-dependent mechanisms.
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AB OBJECTIVE: To review the pharmacology, pharmacokinetics, clinical efficacy, and adverse effects of granisetron, focusing on critical analysis of published clinical trials and comparison with other antiemetic agents, including ondansetron.
   DATA SOURCES: MEDLINE (1966-1995) and CANCERLIT (1991-1995) searches of English-language literature using the terms ''granisetron'' and ''granisetron (m)'' were performed.
   STUDY SELECTION AND DATA EXTRACTION: All articles were considered for possible inclusion in this review. Abstracts of clinical trials were included only when they were judged to add critical information not otherwise available in the medical literature. For studies published more than once, the most recent publication was cited.
   DATA SYNTHESIS: Nausea and vomiting are rated by patients as the most distressing chemotherapy-related adverse effects and may produce potentially life-threatening complications. The discovery of the role of serotonin in nausea and vomiting and the development of selective serotonin(3)-receptor (5-HT3) antagonists has significantly diminished the incidence and consequences of chemotherapy-related nausea and vomiting. Granisetron is the second 5-HT3-receptor antagonist to be marketed in the US. Granisetron has been compared with other antiemetic agents, including ondansetron, against highly and moderately emetogenic chemotherapy. The results of these trials have shown granisetron to be superior to conventional antiemetics and as effective as ondansetron in the prevention of chemotherapy-induced nausea and vomiting. The optimal dose of granisetron has yet to be determined. Formulary decisions should be based on a cost comparison among the 5-HT3-receptor antagonists at individual institutions.
   CONCLUSIONS: Granisetron is a safe, effective antiemetic agent for the management of nausea and vomiting caused by cancer chemotherapy.
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AB Adding rifampin to penicillin or 1-ofloxacin diminished the rate at which these antibiotics killed 21 clinical isolates of Streptococcus pneumoniae in vitro. A less pronounced inhibitory effect was observed when rifampin was added to ceftriaxone. Synergy was not observed for any bacterial isolate. The in vitro demonstration of indifference or antagonism using these antibiotic combinations argues against the empirical addition of rifampin to beta-lactams or fluoroquinolones in treating serious pneumococcal infections.
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AB Objective.-To produce a set of three reference materials that mimic sera from patients with prostate disorders in the prostate-specific antigen (PSA) concentration range important for clinical screening for prostate cancer (similar to 0.5, similar to 4.0, and similar to 10.0 ng/mL), to analyze these reference materials in a large number of clinical laboratories using a variety of commercially available methods, and to characterize the molecular forms of PSA in them.
   Methods.-Units of serum from healthy individuals and from patients with varying degrees of elevated PSA were pooled, lyophilized, and distributed along with conventionally prepared, semen-supplemented proficiency testing samples to laboratories participating in the College of American Pathologists Basic Ligand Survey. The reference material and one of the standard Survey samples were fractionated by Sephacryl S-200-HR gel filtration chromatography.
   Results.-The Abbott IMx, Hybritech Tandem-E, Hybritech Tandem-R, and Tosoh AIA-Pack all measured PSA in the reference material fairly equally (agreement within +/- 12%). In contrast, the Abbott IMx results in the semen-supplemented Survey specimens were as much as 1.8-fold higher than the other three assays. Characterization of the molecular forms showed the reference material was similar to 90% alpha(1)-antichymotrypsin-bound PSA, whereas the semen-supplemented Survey specimens were similar to 40% alpha(1)-antichymotrypsin-bound PSA, which largely explained the difference in assay recoveries.
   Conclusions.-Semen-free materials containing only endogenous PSA much more closely mimic real clinical specimens and should prove useful in efforts to standardize clinical PSA assays.
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AB Objective: To find a practical method of cane length measurement that achieves the elbow flexion of 20 degrees to 30 degrees.
   Design: Two standard methods of cane length measurements were compared. Method I: Length of the cane measured from the floor to the top of the greater trochanter. Method II: Length of the cane measured from the floor to the distal wrist crease. Using an adjustable cane, each individual was fitted according to the two methods, and elbow angle was measured after each adjustment. Cane length was also correlated with arm length and height.
   Participants: Fifty-two normal volunteers who were ambulatory without assistive devices.
   Results: Mean +/- SD of the elbow angle according to Method I and Method II was 44.8 +/- 11.8 and 25.4 +/- 6.1, respectively. A significant difference was found in the elbow angle between the two methods (unpaired two-tailed student t test, p = 5.910(-18)). Of the 52 volunteers, 4 (7.7%) measured according to method I and 49 (94.3%) measured according to method II showed the elbow angle between 20 degrees and 30 degrees. The ideal length of the cane (L) also can be determined by the formula L = H X.45 +.87 meters or A x.76 +.19 meters, where H is the height of the individual in meters and A is the arm length measured in meters.
   Conclusion: Ideally, cane length should be measured from the floor to the distal wrist crease. The length can also be determined using the above formulae.
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AB To determine if circulating Sezary cells can be classified as reactive or neoplastic based on the ability to detect the presence or absence of clonal T-cell receptor beta chain (TCR-beta) gene rearrangements by Southern blot analysis, we evaluated the peripheral blood of 25 patients: 11 patients with Sezary syndrome (SS), 11 with benign inflammatory dermatoses (BID), and three normal controls. Three of 11 patients with SS. with Sezary counts ranging from 14% to 52%, did not demonstrate any clonal TCR-beta gene rearrangements in the peripheral blood, despite a TCR-beta rearrangement by Southern blot analysis in the skin. Ten of 11 BID patients and all normal controls showed no evidence of a TCR-beta gene rearrangement in the peripheral blood. However, one patient with psoriasis demonstrated a TCR-beta gene rearrangement in the peripheral blood. The TCR-beta gene rearrangement detected in this patient, confirmed with polymerase chain reaction (PCR) amplification of the TCR-gamma gene rearrangement, did not correlate with the presence of circulating Sezary cells or the increased risk of neoplasia. Our results indicate that circulating Sezary cells may be monoclonal (neoplastic) or polyclonal (reactive), as defined by TCR gene rearrangement studies. Circulating Sezary cells in SS may be reactive in nature and not accurately reflect the actual tumor burden in the peripheral blood. The presence of circulating Sezary cells or the presence of a clone of cells defined by TCR-beta gene rearrangement in the peripheral blood is not limited to neoplastic disease processes. (C) 1995 by The American Society of Hematology.
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AB The acute administration of drugs that block norepinephrine (NE) reuptake suppresses rapid eye movement (REM) sleep in cats and other mammals. The mechanism is presumed to involve NE acting on cells in a pontine REM sleep-generator region. Postsynaptic noradrenergic receptor mechanisms have not been identified. In the present experiments, we tested the ability of the alpha-1 antagonist prazosin and the beta antagonist propranolol to reverse the REM sleep suppression produced by the NE reuptake blocker desipramine (DMI) in the cat. DMI reduced the number of REM sleep episodes, the REM percentage (REM sleep time/total sleep time), and the average REM sleep episode duration. The co-administration of prazosin, but not propranolol, increased the REM percentage and the average REM sleep episode duration toward the placebo level. The co-administration of the peripherally-acting, anti-hypertensive agent hydralazine did not reverse the DMI-induced REM sleep suppression. While the identity of the brain region(s) involved in mediating the alpha-1 noradrenergic suppression of REM sleep by DMI remains unclear, there is reason to consider forebrain structures including the amygdala as well as the pontine areas that generally have been implicated in REM sleep control.
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AB The nuclear signaling events activated when epidermal growth factor (EGF) interacts with osteoblasts to produce effects on growth and differentiation are not clearly understood, and may include induction of immediate early genes such as Egr-1, a zinc finger transcription factor. In the present study, Northern analyses were performed to define the effects of EGF on the expression of Egr-1 mRNA in MC3T3-E1 mouse osteoblastic cells. Following treatment of quiescent, subconfluent MC3T3-E1 cells with 0.1-100 ng/ml EGF for various periods, maximal induction of Egr-1 mRNA occurred when cells were treated for 30-60 minutes with 1-10 ng/ml EGF. Inhibition of protein kinase C activity by pretreatment with 1 mu M chelerythrine chloride or by prolonged stimulation with 50 ng/ml tetradecanoyl phorbol acetate (TPA) partially diminished the induction of Egr-1 by EGF. Using an immunohistochemical approach, 10 ng/ml EGF was observed to induce Egr-1 protein within 30-60 minutes and this induction was localized to the nucleus. These observations indicate that EGF induces Egr-1 mRNA and protein via protein kinase C and other signaling pathways, and that Egr-1 may be part of the regulatory network mediating the actions of EGF on growth and differentiation of osteoblasts.
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AB Diabetes is the single largest cause of end-stage renal disease (ESRD) in adults in the U.S. Insulin-dependent diabetes mellitus (IDDM) has been recognized for some time as an important cause of ESRD, but non-insulin-dependent diabetes mellitus (NIDDM) has been assumed, until recently, to rarely cause ESRD. The objective of this study is to determine the incidence of treatment of diabetic ESRD by diabetic type for three ethnic/racial groups: non-Hispanic whites, African-Americans, and Mexican-Americans. A population-based incidence cohort was assembled from all dialysis centers in Bexar (San Antonio) and Dallas counties in Texas. All patients with diabetic ESRD beginning dialysis between 1 December 1987 (Bexar) or 1 December 1988 (Dallas) and 31 July 1991 were identified. All non-Hispanic whites and African-Americans and a 1/2 random sample of Mexican-Americans were approached for enrollment. individuals were confirmed to have diabetes using the World Health Organization criteria. Diabetes typing was done using a computerized historical algorithm. Age-specific and age-adjusted incidence rates were obtained by diabetic type and ethnic/racial group. NIDDM causes the majority of diabetic ESRD: 59.5% for non-Hispanic whites, 92.8% for Mexican-Americans, and 84.3% for African-Americans. Mexican-Americans and African-Americans, respectively, have 6.1 and 6.5 times higher incidence of treatment for diabetic ESRD than non-Hispanic whites. NIDDM results in more ESRD than does IDDM. Minorities (African-Americans and Mexican-Americans) are at increased risk, and programs aimed at prevention of NIDDM-related ESRD must focus on them.
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AB We conducted a multi-site, placebo-controlled, randomized double-blind clinical trial comparing bupropion HCL (300 mg/day) to placebo for the treatment of cocaine dependence in methadone-maintained subjects. A total of 149 subjects at three sites participated in a 12-week study, Outcome measures included cocaine use, level of depression, and psychosocial functioning, Results showed no significant differences between placebo and bupropion. Exploratory analyses suggested a medication effect for the subset of subjects depressed at study entry, The need to target subgroups of cocaine abusers in future pharmacotherapy trials and the possible role of treatment readiness are discussed.
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AB Osteoclasts are terminally differentiated cells that express tartrate-resistant acid phosphatase (TRAP) at a higher level than other normal cells. Therefore, in an attempt to develop immortalized osteoclasts, we produced two lines of transgenic mice in which expression of the simian virus 40 T antigen oncogene was targeted to osteoclasts using the TRAP gene promoter. Osteoclasts were increased in number in bones from both lines. More than 50% of them appeared morphologically transformed, 2-5% were mitotic, but, unexpectedly, 5% were apoptotic. Osteoclast tumors were observed occasionally in one line of mice (line 4), and sheets of TRAP-positive cells (tumorlets) developed in most mice in both lines. Although cells isolated from these tumorlets formed multinucleated TRAP-positive cells that resorbed bone in vitro, to date we have been unable to develop an immortalized osteoclast cell line from them. Osteoclasts from one line (line 5) had reduced ruffled border formation and a higher level of T-antigen expression than osteoclasts in the other line (line 4), and these features were associated with the presence of osteopetrosis. However, osteoclasts from these osteopetrotic mice and from line 4 mice resorbed bone normally when the mice were treated with interleukin-1. These findings indicate that T antigen can be targeted to osteoclasts in transgenic mice and causes osteoclast transformation, tumors, mitosis, and apoptosis. When T antigen is expressed at high levels, functional impairment of osteoclasts can be detected. Furthermore, these results suggest that T antigen is insufficient on its own to immortalize cells in the osteoclast lineage.
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AB Human umbilical cord blood (CB) appears to be an exciting new source of transplantable stem cells for a variety of clinical conditions. In this study, we have attempted to further characterize the primitive progenitors in CB. First we analyzed the effects of early-acting growth factors on blast cell colony formation from CD34(+) progenitors. Addition of Steel factor (SF), interleukin-6 (IL-6), or granulocyte colony-stimulating factor (G-CSF) to cultures containing interleukin-3 enhanced blast cell colony formation. These results indicated that cell cycle-dormant progenitors are present in CB. Next, based on results obtained in the murine system, we tested whether c-kit expression could separate the CB progenitors into cycle-dormant vs. cycle-active progenitors. Cells were separated into CD34(+) c-kit(-), c-kit(low), and c-kit(high). The results suggested that the c-kit(low) population contains the majority of cycle-dormant progenitors and the C-kit(high) population contains most of the actively cycling cells. The majority of the blast cell colony forming cells were in the c-kit(low) population, while the opposite is true for other colony-forming cells. Expression of c-kit may be useful in identifying CB progenitors with long-term engraftment capability.
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AB Background & Aims: The relative efficacy and effective ness of different colon screening programs has not been assessed. The purpose of this analysis was to provide a model for comparing several colon screening programs and to determine the key variables that impact program effectiveness. Methods: Five screening programs were compared: annual fecal occult blood test (FOBT) alone, flexible sigmoidoscopy, flexible sigmoidoscopy and FOBT combined, one-time colonescopy, and air-contrast barium enema. Key variables were adjusted for sensitivity analyses. Cost-effectiveness was defined as the cost per cancer death prevented. Results: FOBT alone prevents fewer cancer deaths than the other programs. The addition of flexible sigmoidoscopy to the FOBT increases the rate of cancer prevention. One-time colonoscopy has the greatest impact on colorectal cancer mortality, largely because of assumptions that cancer would be prevented in most patients who undergo polypectomy. FOBT alone is the most cost-effective of the programs, but the cost is sensitive to several key variables. Conclusions: The model shows key variables that impact the cost-effectiveness of colon screening programs. Compliance is an important determinant of effectiveness of all of the screening programs. Future study should be focused on methods of patient education that improve patient compliance with screening.
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AB The U.S. Department of Veterans Affairs operates a hospital system that distributes a national global budget to 159 hospital units. Over recent years, cost containment and downward budgetary pressures have affected hospital performance and the quality of care delivered in unknown ways. This article examines hospital staffing levels as potential performance measures. We first develop a regression model to estimate the number and types of clinical staff required to meet current inpatient workloads at VA medical centers. We are able to improve on previous analyses by employing better data on physicians and by evaluating the behavior of hospitals in consecutive years. Our findings provide managers of hospital systems with promising new approaches for comparing hospital production processes and move information on the effects of global budgeting on individual hospital staffing within systems.
RP LEHNER, LA (reprint author), US DEPT VET AFFAIRS,MANAGEMENT SCI GRP,518-MSG,200 SPRINGS RD,BEDFORD,MA 01730, USA.
NR 19
TC 3
Z9 3
U1 0
U2 1
PU AMER COLL HEALTHCARE EXEC HEALTH ADMINISTRATION PRESS
PI CHICAGO
PA ONE NORTH FRANKLIN ST SUITE 1700, CHICAGO, IL 60606
SN 8750-3735
J9 HOSP HEALTH SERV ADM
JI Hosp. Health Serv. Adm.
PD WIN
PY 1995
VL 40
IS 4
BP 509
EP 523
PG 15
WC Health Policy & Services
SC Health Care Sciences & Services
GA TG833
UT WOS:A1995TG83300006
PM 10153372
ER

PT J
AU Perry, BD
   Pollard, RA
   Blakley, TL
   Baker, WL
   Vigilante, D
AF Perry, BD
   Pollard, RA
   Blakley, TL
   Baker, WL
   Vigilante, D
TI Childhood trauma, the neurobiology of adaptation, and ''use-dependent''
   development of the brain: How ''states'' become ''traits''
SO INFANT MENTAL HEALTH JOURNAL
LA English
DT Article
ID BORDERLINE PERSONALITY-DISORDER; POSTTRAUMATIC-STRESS-DISORDER; SEXUAL
   ABUSE; EPINEPHRINE SYSTEMS; RECEPTOR NUMBER; FRONTAL-CORTEX; RAT-BRAIN;
   CHILDREN; NEURONS; SENSITIZATION
AB Childhood trauma has profound impact on the emotional, behavioral, cognitive, social, and physical functioning of children. Developmental experiences determine the organizational and functional status of the mature brain. The impact of traumatic experiences on the development and function of the brain are discussed in context of basic principles of neurodevelopment. There are various adaptive mental and physical responses to trauma, including physiological hyperarousal and dissociation. Because the developing brain organizes and internalizes new information in a use-dependent fashion, the more a child is in a state of hyperarousal or dissociation, the more likely they are to have neuropsychiatric symptoms following trauma. The acute adaptive states, when they persist, can become maladaptive traits. The clinical implications of this new neurodevelopmental conceptualization of childhood trauma are discussed.
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AB Dementia in Alzheimer's disease is associated closely with the accumulation of hyperphosphorylated, C-terminally truncated tau protein. It is accumulated, in part, into paired helical filaments (PHF) which form the neurofibrillary tangles characteristic of the disease. The accumulation of this abnormal tau protein creates a tau 'sink' which, by depleting normal tau, results in the depolymerization of microtubules, the failure of microtubule-dependent intraneuronal transport systems, and ultimately, in the degeneration of neurons. This degenerative process may be modelled by the effect of heat shock on nerve growth factor (NGF)-differentiated PC 12 cells in vitro. The model, which suggests that neuronal degeneration in Alzheimer's disease may be associated with interactions between abnormal tau protein, microtubules and mitochondria, allows these three reactants to be manipulated experimentally. It may prove useful in the development of pharmaceutical agents that inhibit the formation of abnormal tau proteins, encourage their destruction, or counteract their effect.
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AB Glucosamine (Glmn), a product of glucose metabolism via the hexosamine pathway, causes insulin resistance in isolated adipocytes by impairing insulin-induced GLUT 4 glucose transporter translocation to the plasma membrane, We hypothesized that Glmn causes insulin resistance in vivo by a similar mechanism in skeletal muscle, We performed euglycemic hyperinsulinemic clamps (12 mu/kg/min + H-3-3-glucose) in awake male Sprague-Dawley rats with and without Glmn infusion at rates ranging from 0.1 to 6.5 mg/kg/min, After 4 h of euglycemic clamping, hindquarter muscles were quick-frozen and homogenized, and membranes were subfractionated by differential centrifugation and separated on a discontinuous sucrose gradient (25, 30, and 35% sucrose), Membrane proteins were solubilized and immunoblotted for GLUT 4, With Glmn, glucose uptake (GU) was maximally reduced by 33 +/- 1%, P < 0.001, The apparent Glmn dose to reduce maximal GU by 50% was 0.1 mg/kg/min or 1/70th the rate of GU on a molar basis, Control galactosamine and mannosamine infusions had no effect on GU, Relative to baseline, insulin caused a 2.6-fold increase in GLUT 4 in the 25% membrane fraction (f), P < 0.01, and a 40% reduction in the 35%f, P < 0.05, but had no effect on GLUT 4 in the 30%f, P = NS, Addition of Glmn to insulin caused a 41% reduction of GLUT 4 in the 25%f, P < 0.05, a 29% fall in the 30%f, and prevented the reduction of GLUT 4 in the 35%f, The 30%f membranes were subjected to a second separation,vith a 27 and 30% sucrose gradient, Insulin mobilized GLUT 4 away from the 30%f, P < 0.05, but not the 27%f, In contrast, Glmn reduced GLUT 4 in the 27%f, P < 0.05, but not the 30%f, Thus, Glmn appears to alter translocation of an insulin-insensitive GLUT 4 pool, Coinfusion of Glmn did not alter enrichment of the sarcolemmal markers 5'-nucleotidase, Na+/K(+)ATPase, and phospholemman in either 25, 30, or 35%f, Thus, Glmn completely blocked movement of GLUT 4 induced by insulin, Glmn is a potent inducer of insulin resistance in vivo by causing (at least in part) a defect intrinsic to GLUT 4 translocation and/or trafficking, These data support a potential role for Glmn to cause glucose-induced insulin resistance (glucose toxicity).
C1 INDIANA UNIV,SCH MED,DEPT MED,INDIANAPOLIS,IN 46202.
   RICHARD L ROUDEBUSH VET AFFAIRS MED CTR,INDIANAPOLIS,IN 46202.
   RALPH H JOHNSON VET AFFAIRS MED CTR,CHARLESTON,SC 29425.
   MED UNIV S CAROLINA,DEPT MED,CHARLESTON,SC 29425.
FU NIDDK NIH HHS [DK-20542, DK-42469, DK-38765]
NR 49
TC 192
Z9 196
U1 0
U2 8
PU ROCKEFELLER UNIV PRESS
PI NEW YORK
PA 222 E 70TH STREET, NEW YORK, NY 10021
SN 0021-9738
J9 J CLIN INVEST
JI J. Clin. Invest.
PD DEC
PY 1995
VL 96
IS 6
BP 2792
EP 2801
DI 10.1172/JCI118349
PG 10
WC Medicine, Research & Experimental
SC Research & Experimental Medicine
GA TK257
UT WOS:A1995TK25700034
PM 8675649
ER

PT J
AU Lawrence, VA
   Hilsenbeck, SG
   Mulrow, CD
   Dhanda, R
   Sapp, J
   Page, CP
AF Lawrence, VA
   Hilsenbeck, SG
   Mulrow, CD
   Dhanda, R
   Sapp, J
   Page, CP
TI Incidence and hospital stay for cardiac and pulmonary complications
   after abdominal surgery
SO JOURNAL OF GENERAL INTERNAL MEDICINE
LA English
DT Article
DE preoperative care; surgery operative; pulmonary complications; cardiac
   complications
ID POSTOPERATIVE MYOCARDIAL-ISCHEMIA; PERIPHERAL VASCULAR-SURGERY;
   PERIOPERATIVE RISK-FACTORS; NONCARDIAC SURGERY; LAPAROSCOPIC
   CHOLECYSTECTOMY; PREOPERATIVE SPIROMETRY; SURGICAL-PROCEDURES;
   MORTALITY; DISEASE; OPERATIONS
AB OBJECTIVE: Internists frequently evaluate preoperative cardiopulmonary risk and comanage cardiac and pulmonary complications, but the comparative incidence and clinical importance of these complications are not clearly delineated. This study evaluated incidence and length of stay for both cardiac and pulmonary complications after elective laparotomy.
   DESIGN: Nested case-control.
   SETTING: University-affiliated Department of Veterans Affairs Hospital.
   PATIENTS: Computerized registry of all 2,291 patients undergoing elective abdominal operations from 1982 to 1991.
   MEASUREMENT AND MAIN RESULTS: Strategy for ascertainment and verification of complications was systematic and explicit, The charts of all 116 patients identified by the registry as having complications and 412 (19%) randomly selected from 2,175 remaining patients were reviewed to verify presence or absence of cardiac or pulmonary complications, using explicit criteria and independent abstraction of pre- and postoperative components of charts, From these 528 validated cases and controls (23% of the cohort), 96 cases and 96 controls were matched by operation type and age within ten years, Hospital and intensive care unit stays were significantly longer (p < 0.0001) for the cases than for the controls (24.1 vs 10.3 and 5.8 vs 1.5 days, respectively), All 19 deaths occurred among the cases. Among the cases, pulmonary complications occurred significantly more often than cardiac complications (p < 0.00001) and were associated with significantly longer hospital stays (22.7 vs 10.4 days, p = 0.001). Combined cardiopulmonary complications occurred among 26% of the cases. Misclassification-corrected incidence rates for the entire cohort were 9.6% (95% CI 7.2-12.0) for pulmonary and 5.7% (95% CI 3.8-7.7) for cardiac complications.
   CONCLUSIONS: For noncardiac surgery, previous research has focused on cardiac risk, In this study, pulmonary complications were more frequent, were associated with longer hospital stay, and occurred in combination with cardiac complications in a substantial proportion of cases, These results suggest that further research is needed to fully characterize the clinical epidemiology of postoperative cardiac and pulmonary complications and better guide preoperative risk assessment.
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AB The development of sexual dimorphism in the number and activity level of natural killer (NK) cells was studied in the inbred Fischer 344 rat from prepubescence to maturity. Additionally, in view of the biological significance of NK cells in controlling cancer, especially the metastatic process, we used a syngeneic mammary tumor (MADB106) to assess the host anti-metastatic activity. This tumor model was used because NK cells control the lung clearance of i.v.-injected MADB106 tumor cells, a process that critically affects the metastatic colonization of these tumor cells in the lungs. The results indicated that although prepubescent (36 days of age) males and females exhibited equivalent numbers of large granular lymphocyte (LGL)/NK cells (mAb 3.2.3-positive) per mi blood, females exhibited greater NK cytotoxicity (assessed in vitro) and higher anti-metastatic activity, evidenced by fewer tumor cells retained in the lungs. On the other hand, the mature males (140-170 days of age) displayed greater LGL/NK number and activity per mi blood, retained fewer tumor cells, and developed fewer lung tumor colonies compared to the females. During early postpubescence (63 days of age), a transitional stage between prepubescence and maturity, females and males exhibited equivalent numbers of circulating LGL/NK cells, and females displayed slightly greater NK cytotoxicity per mi blood yet retained somewhat greater numbers of tumor cells compared to the males. Overall, whereas the males exhibited increasing levels of NK number and activity throughout the age span tested, the females, despite displaying greater NK function compared to the males at prepubescence and slight improvement at postpubescence, fell behind the males in these indices of NK function at maturity.
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AB Annual data on U.S. hospitals from 1985-1988 are evaluated by ownership type-profit, nonprofit, state and local government, and U.S. Department of Veterans Affairs (VA)-for changes in hospital productivity over time. Distance functions are used to measure Malmquist indices of productivity change, which are then decomposed into indices of efficiency change and technology change. In contrast to previous studies using this approach, we allow for variable returns to scale and use both input and output orientations. We find that changes in technology dominate changes in inefficiency in determining changes in productivity.
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AB A cross-sectional study tested the hypothesis that denture wearers with superior and poor chewing ability use similar masseter muscle effort and biting forces during mastication. Masticatory performance tests on the preferred chewing side and swallowing threshold tests were conducted with peanuts and carrots in 70 denture wearers, 35 with superior (SP) ((x) over bar 46.3%) and 35 with poor (PP) ((x) over bar 30.7%) masticatory performance, Right and left masseter muscle electromyographic (EMG) activity was recorded during the masticatory tests and peak bite force during chewing was estimated from the bite force-EMG ratios on guided maximal biting trials, Bite force under maximal pressure did not differ significantly between the two groups, Neither the total mean EMG activity of the preferred and nonpreferred side masseter muscles nor the mean peak biting forces exerted by the two groups differed significantly (p > 0.05). This was true when denture wearers restricted chewing to their preferred side for a given number of strokes or chewed the test food freely until ready to swallow, The only significant differences (p < 0.05) were evident in the ratios of the preferred to nonpreferred side masseter EMG activity during chewing, The ratios were 1.2 for peanuts and 1.3 for carrots in the SP group compared to 1.8 for both foods in the PP group, Similar patterns of bilateral activity in the SP group and unilateral activity in the PP group were evident for the swallowing threshold tests, The results indicated that application of more equivalent force by the right and left masseter muscles during unilateral chewing is consistent with improved chewing ability in denture wearers.
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AB Objectives. This study sought to evaluate the hemodynamic effects of intravenous sematilide hydrochloride, a selective class III antiarrhythmic agent, in patients with heart failure and left ventricular systolic dysfunction.
   Background. Class I antiarrhythmic agents, which primarily slow conduction, can depress ventricular function, particularly in patients with heart failure. In contrast, pure class III agents, which selectively prolong repolarization, do not adversely affect hemodynamic variables in animal models, but there are no data evaluating their hemodynamic effects in humans.
   Methods. In 39 patients with congestive heart failure and a left ventricular ejection fraction <40%, hemodynamic and electrocardiographic measurements were obtained at baseline, after a loading dose and during a maintenance infusion of intravenous sematilide using either a low (0.75 then 0.3 mg/min) or high dose (1.5 then 0.6 mg/min) regimen, The study had an 80% power to detect clinically meaningful differences in hemodynamic variables.
   Results. Both low (n = 20) and high (n = 19) dose sematilide infusions produced dose-dependent increases in QT interval (5 +/- 8% [mean +/- SD] and 18 +/- 10%, respectively) and corrected QT interval (4 +/- 8% and 14 +/- 10%), and high dose sematilide decreased heart rate by 7 +/- 10% (all p < 0.025 vs. baseline). Neither dose regimen had a statistically significant effect on any other hemodynamic variable, including mean arterial, right atrial, pulmonary artery and pulmonary capillary wedge pressures; cardiac index, stroke volume, systemic and pulmonary vascular resistances; and left ventricular stroke work index. Sematilide showed no adverse hemodynamic effects in patients with left ventricular ejection fraction less than or equal to 25% or >25% and in patients with cardiac index <2 or greater than or equal to 2 liters/min per m(2). Sustained polymorphic ventricular tachycardia (n = 1) and excessive QT prolongation (n = 4) were seen during the high dose.
   Conclusions. Sematilide, in the doses administered, prolonged repolarization but did not alter hemodynamic variables in patients with heart failure. These data suggest that class III antiar rhythmic agents, which selectively prolong repolarization, are not cardiodepressant but may be proarrhythmic in humans, especially at high doses.
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AB Microsatellite instability in carcinoma DNA is a phenotype associated with DNA mismatch repair defects in HNPCC. We recently demonstrated that instability also occurs frequently in HNPCC adenomas, so analysis of these alterations in adenomas could provide a clinically useful early marker of hereditaryp cancer risk. Linkage of cancer to MLH1 was confirmed in an HNPCC family using the appropriate genetic markers, and linkage to APC and other candidate genes was excluded. Microsatellite instability in tumors was detected as mobility shifts of PCR amplified products on polyacrylamide gel electrophoresis. Instability in adenomas from the studied family was correlated with inheritance of the putative MLH1 disease allele. Neoplastic evolution in a small series of tumors from other individuals was also related to instability, since the benign region of adenomas progressing to carcinoma had a greater degree of instability than benign adenomas that did not develop malignancy. The significantly lower rate of instability in sporadic tumors compared to HNPCC tumors suggests that assays for instability in both adenomas and carcinomas could be useful to identify patients for more careful screening for germline mutations in DNA mismatch repair genes.
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